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CANCER TRIALS SUPPORT UNIT (CTSU) ADDRESS AND 7 JON A7 7ll *~_.MATION

This study is supported by the N cance irials _upport Unit (C Sl

Institutions not aligned »~ ° SWOUL will articipate th ,. 'h th. CT!
mechanism as outlined be 'w a 1dete odintheC™ 'l qis cal e« pendix.

The study protocol ~~d Y1 _iate ' urms and - cur. ents mus. ve downloaded from the
protocol-specific W :p pag of the CTSU Me 2+ s’ sic  of the website located at
https://lwww.ct*  ~rg.

Send comp: ‘ed s e registration d umunts 1 the CTSU Regulatory Office. Refer to the
CTSU ‘ogisticc = endix for sp < "¢ 1as. Icti ns and documents to be submitted.

Paticat  .iollments will be cor. 'uc 'd by the CTSU. Refer to the CTSU logistical appendix for
ner (c instructions and forms to L. submitted.

Data management will be performed by the Southwest Oncology Group. Case report forms
(with the exception of patient enroliment forms), clinical reports, and transmittals must be sent
to the Southwest Oncology Group Data Operations Center unless otherwise directed by the
protocol. Do not send study data or case report forms to the CTSU Data Operations.

Data query and delinquency reports will be sent directly to the enrolling site by the Southwest
Oncology Group. Please send query responses and delinquent data to the Southwest Oncology
Group Data Operations Center and do not copy the CTSU Data Operations.

Each site should have a designated CTSU Administrator and Data Administrator and must keep
their CTEP AMS account contact information current. This will ensure timely communication
between the clinical site and the SWOG data center.
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To submit site registration
documents:

For patient enroliments:

Submit study data directly to

the Lead Cooperative Group

unless otherwise specified in
the protocol:

CTSU Regulatory Office

1818 Market Street, Suite 1100
Philadelphia, PA 19103

Phone: 1-888/823-5923

Fax: 215/569-0206

CTSU Patient Registration
Voice Mail: 1-888/462-3009
Fax: 1-888/691-8039

Hours: 9:00 am — 5:30 pm EST,
Monday — Friday (excluding
holidays)

[Registrations received after 5:30
pm EST will be handled the next
business day. For CTSU patient
enrollments that must be
completed within approximately
one hour, or other extenuating
circumstances, call 301/704-2376
between 9:00 am — 5:30 pm
EST.]

Southwest Oncology Group
Data Operations Center

Fax: 1-800/892-4007

[Please do not use a cover
sheet for faxed data.]

Do not submit study data or
forms to CTSU Data Operations.
Do not copy the CTSU on data
submissions.

For treatment- or toxicity-related questions contact the Study Pl of the ~ sor. natin~ Group.

For eligibility questions contact the Southwest Oncology Group ™ te. Jr- atic -~ enter by phone or

email: Phone: 206/652-2267; Email: breastquestion@crab.orq

For questions unrelated to patient eligibility, treatment _. dat " Lubmi__ion contact the CTSU Help

Desk by phone or

representative.

e-mail:
ctsucontact@westat.com. All calls and correspc 1enr=

CTSU Gener- w fe

The CTSU website is located at https:" +ww ~tsu.o -~

CTSU logistical information is found i .app 1dix . J.4.

aatn 1
I be wiaged to

Line: 1- oe 323-5923, or

‘e apf Jpriate CTSU
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ORIGINAL SCHEMA (closed to accrual 11/10/10)

Stage I-llI

Breast Cancer

RANDOMIZATION

V2NN

Arm 1 Arm 2 Arm 3 Arm .
AC + PEG-G x 6 cycles AC+G x 15 weeks AC + PEG-C ¢\ 7V ¢S " o+Gx 15
weeks
followed by followed by “oh ws by fr .« red by
g 2wk T+PEG-G x 6 g 2wk T+PEG-G x 6 wveeki Tx12 wee (v T x 12
= doxorubicin; C = ¢y lonhns, "ar Jde; G = C 2SF . = Hhac .axel

PEG-G = pegfilgras ...

NOTE: **"~mu »with . .-2positivet u. rsm h ve trastuzumab (Herceptin®) added to their
treatm. t
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AMENDED SCHEMA

Stage I-1ll

Breast Cancer

RANDOMIZATION

Arm 5
AC + PEG-G x 4 cycles
followed by

g2wk T+ PEG-G x 6

S0221
Page 3a
Amended 11/12/10

Arm 6
AC+PF _-Gx cycl ;
follo. =d b~

w. kly T x 12 week

A = doxorubicin; C = cyclophosphamide: . - pacli. x¢' PEG-G = pe m astin

NOTE: Women with HER-2 positiv' wmors nay ave trastuzuma. (.ier 2p.. ©) added to their treatment.
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1.0

2.0

OBJECTIVES

1.1 To compare the disease-free survival of patients with node-positive or high-risk node-
negative breast cancer treated with the combination of doxorubicin and
cyclophosphamide given every 2 weeks with pegfilgrastim support with that of patients
treated with weekly doxorubicin and daily oral cyclophosphamide with filgrastim support,
with both treatments to be followed by paclitaxel given according to one of two
schedules.

1.2 To compare the disease-free survival of patients with node-positive or high-risk node-
negative breast cancer treated with either 12 weeks of weekly paclitaxel or paclitaxel
given every 2 weeks with pedfilgrastim support for 6 cycles following treatment with one
of the two randomized doxorubicin/cyclophosphamide regimens discussed above.

1.3 To compare the disease-free survival of patients with node-positive or high-risk node-
negative breast cancer treated with either 12 weeks of weekly paclitaxel or paclitaxel
given every 2 weeks with pedfilgrastim support for 6 cycles following treatment with four
two-week cycles of doxorubicin and cyclophosphamide with pegfilgrastim support and
then overall adjusting for the three regimens of doxorubicin and cyclophosphamide
administration.

14 To compare the overall survival produced by the treatment arms.

15 To compare the toxicity of the treatment arms.

1.6 To examine the association of putative prognostic markers with outcome and ‘he
interaction of these markers with treatment.

BACKGROUND

Although post-operative adjuvant chemotherapy reduces the risk of _la} e and dea... for women
with operable breast cancer, the optimal means of administerin, <urr-nt, avs able agents have
not been clearly determined. While the investigation of P~ -1 ag .5 is a iesearch strategy that
should be pursued, meaningful advances in therapv = ay ‘ls co. =~ um studies of alternative
dose-schedules of agents of known utility. Such stu es rar. Ye desiyned empir’ " ~lly on the basis
of clinical observations, as an investigation - dose .use-I. ensity, or dose el sity, or to test
hypotheses related to the mechanisms of ac. '» . the ~hemotherapeutic ents * volved. In the
current study, we describe an im--<tigatio. whrse rationale . Ya.e. upc  al of these
justifications. Patients with node josi. =2 or t.  .-risk node ~~ge ‘'ve lisea 2 will be randomly
assigned to one of four reoi~ _ns: ) do. rubicin/cyclopk s ha iic (A 2) given every 2 weeks
with pedfilgrastim supnort, ™~ .ea W _aclitaxel, a= > gi 'en ¢ ery _ weeks with pegdfilgrastim
support (T2), 2) .n alt native dose-schedur ~f lox - .icin/cyclophosphamide, with
cyclophosphar-ite ra. un a daily ba s a4 o x rubicin given weekly with filgrastim
support (co' nuo.  AC+/  tfollowed by 2, 5 AC” f lowed by the paclitaxel administered
weekly (T1), r4)ti : cununuous AC+  reg mena ‘'lowed by T1.

.. .or ‘e for the control Arm:  AC ‘iven ve. /2 weeks (AC2) followed by paclitaxel given every
2weeks T,

~~ _ombination of doxorubicin and cyclophosphamide has been a commonly used and well-
studied regimen in the adjuvant therapy of breast cancer. This regimen has been demonstrated
to be equivalent to "classic" CMF, and has been the subject of several clinical trials seeking to
optimize the dose and schedule of the AC regimen. The original doses of doxorubicin (60
mg/mzlcycle) and cyclophosphamide (600 mg/m®/cycle) appear optimal, with dose escalation of
neither doxorubicin nor cyclophosphamide resulting in an improved therapeutic outcome. (1 - 3)
The addition of 4 cycles of chemotherapy with paclitaxel (175 mg/m?course), administered every
3 weeks has resulted in an improved relapse-free and overall survival, though, curiously, an
unplanned retrospective analysis has indicated that, at present, this benefit is exerted primarily in
the hormone receptor negative subset. (1, 4) 04
n the basis of these data, paclitaxel has been approved by the US Food and Drug Administration
for the adjuvant therapy of breast cancer, and the combination of AC followed by paclitaxel is one
of several "standard” regimens commonly employed in the United States.
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The optimal scheduling of the component drugs of the AC followed by paclitaxel regimen was
investigated in a recently analyzed intergroup adjuvant breast cancer study, CALGB 9741. In this
trial, patients with node-positive breast cancer were randomly assigned to treatment with one of 4
different schedules of 4 doses each of doxorubicin 60 mg/m*®, paclitaxel 175 mg/mz, and
cyclophosphamide 600 mg/m?. Patients received either: 1) sequential therapy with doxorubicin,
followed by paclitaxel, followed by cyclophosphamide, with each drug given every 3 weeks, 2)
sequential therapy with doxorubicin, followed by paclitaxel, followed by cyclophosphamide, but
with each drug given every 2 weeks with filgrastim support, 3) concurrent doxorubicin and
cyclophosphamide followed by paclitaxel, with drug courses administered every 3 weeks, or 4)
concurrent doxorubicin and cyclophosphamide followed by paclitaxel, with drug courses
administered every 2 weeks with filgrastim support. The study employed a 2 x 2 factorial design,
with the factors being 1) sequential drug administration vs. concurrent AC followed by paclitaxel,
and 2) 21 vs 14 day treatment intervals. A total of 2005 patients were entered on this trial
between September 15, 1997 and March 31, 1999. As of April 29, 2002, the median follow-up
was 3.0 years. A total of 182 (9%) deaths and 315 (16%) failures had been recorded. This study
showed no difference in death rate between the concurrent and sequential administration of
doxorubicin and cyclophosphamide (p=0.67). However, drug administration every 2 weeks
produced a significant survival advantage over drug administration every 3 weeks (p=0.013), with
75 and 107 deaths being reported in the respective groups. A multivariate Cox proportional
hazards model for overall survival showed a risk ratio of 1.45 (p=0.014) favoring the q 2 week
schedule, a result that persisted after adjusting for standard baseline covariates (risk ratio 1 4
p=0.013). These findings were also found in analysis of disease-free survival, where ‘ht
sequence of drug administration made no difference in outcome (p=0.63), but the ( ?> w ek
schedule was superior to drug administration every 3 weeks (p=0.007). A r .tiv fiaw ( dX
proportional hazards model for disease-free survival showed a risk ratio ¢. - 36 (} 0.0v 2)
favoring the g 2 week schedule, with similar results being seen after .. ,dsting for . andard
baseline covariates (risk ratio 1.35, p=0.01). Based upon th~se results, tr. ‘tment with
doxorubicin/cyclophosphamide administered every 2 weeks wit* 4rowth acto' support, followed
by paclitaxel administered every 2 weeks with growth fact~ sup - ., has . _¢n selected as the
control arm for this trial. The other arms of this r/1a miz~d ‘al * Il investigate additional
modifications to the doses and schedules of doxort” .cin, ¢y ophos, ..amide, and paclitaxel in an
effort to optimize the administration of these ar~ .«s ¢ 7 v in\ 'stigate biologic ypL theses.

Rationale for the AC+G regimen

When given to patients with - .va. ~ed 1\ east cancer, "C'as ,ic. " M}t with cyclophosphamide
administered orally and me 1otrexar ar’ 5-fluorourac! giv 2n in ave. ~ sly on Days 1 and 8 of a
28 day cycle, prod _. ar. .ujectiv response re : and sur v experience superior to that
produced by intrave. ~*~ “M, v i allthree dr s g - 1t ave.ously every 21 days. (5) Other,
less direct, «ac <e Indi ites that regin 2n >corpar: ing daily oral cyclophosphamide are
superior to =2gime s _ .zing interm” ent ntrav. 10us cyclophosphamide. In a multinational
Euro, 2)an . liuvs t chemoth~rap  stu'y, 11ie anthracycline-containing regimen 5-
... voL acil/epnuuicin/cyclopho Jh. mide \~EC) was superior to 5-fluorouracil/
methott ¢~ _,cyclophosphamidc (I CMF, when all drugs were given intravenously in both
egir 2ns, but a similar IV FEC * jimen was not superior to "classical® CMF utilizing oral
v, wphosphamide. Similarly, when cyclophosphamide is given orally with 5-fluorouracil and
either doxorubicin or epirubicin (CAF or CEF) and compared with an oral CMF regimen, the
anthracycline-containing regimen has been found to be superior. However, the National Surgical
Adjuvant Breast and Bowel Project has repeatedly compared four cycles of treatment with the
combination of doxorubicin and intravenous cyclophosphamide (AC) with 6 cycles of treatment
with "“classical" (oral) CMF and found the two regimens to be of equal efficacy. While one
explanation for these observations is that the reason that the AC regimen is not superior to oral
CMF is because the AC regimen is of inadequate duration, this argument is countered by the
observation that 8 cycles of high dose epirubicin/cyclophosphamide appears to be equivalent to 6
months of therapy with oral CMF. One might conclude from this, then, that the reason that CAF is
superior to CMF while AC is equivalent must be related to either the inclusion of 5-fluorouracil in
the CAF regimen or to the use of daily oral cyclophosphamide in the CAF and CEF regimens,
allowing the advantage of the anthracycline to be made manifest. Overall, anthracycline-
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containing regimens have been shown to be superior to CMF-type regimens when the route of
administration of cyclophosphamide is the same in both regimens. When an anthracycline-
containing regimen which utilizes intravenous cyclophosphamide is compared to a CMF regimen
utilizing oral cyclophosphamide, however, the anthracycline and non-anthracycline regimens
have produced generally similar results. These observations imply that the advantage related to
the use of daily oral cyclophosphamide as opposed to intermittent intravenous administration of
the drug is equivalent in magnitude to the advantage of an anthracycline given at an optimal dose
over methotrexate. These findings suggest specifically that daily oral cyclophosphamide is
superior to intermittently administered intravenous cyclophosphamide, and generally that dose
and schedule are important considerations in the administration of cytotoxic therapy.

Based upon these observations and pilot studies performed at the University of Washington, the
Southwest Oncology Group has performed a Phase Il trial of weekly doxorubicin (24
mg/mzlweek) and daily oral cyclophosphamide (60 mg/m?/day) with concurrent G-CSF support in
patients with locally advanced breast cancer. (6) A median delivered dose-intensity of
doxorubicin of 21.5 mg/m?*/week in 122 patients evaluable for toxicity was associated with no
instance of febrile neutropenia, Grade 4 myelosuppression in 16 patients and Grade 3
myelosuppression in 43 patients. In this study, 21/89 patients who had undergone surgical
resection had pathologic complete responses of their primary tumor (24%) and 20% of patients
had both pathologic complete responses of their primary tumor and nodal negativity. An
additional 20 patients had microscopic evidence of residual disease, but no gross diseas~”
(macroscopic CR), for an overall pathologic + macroscopic complete response rate of < 9.
Based upon the acceptable toxicity and promising activity of this dose-schedule of dr -orul zin
and cyclophosphamide, the Southwest Oncology Group is performing a randomize. F. ~sc lll
trial comparing the pathologic response rate of the continuous AC+G regimer  ncc ven. al
intravenous AC in patients with locally advanced breast cancer.

Furthermore, Livingston and colleagues have studied this regimen  'th nd without ‘eekly 5-FU
in the adjuvant therapy of patients with high-risk operable bree cance anc have reported an
86% 5-year event-free survival in 52 node-positive patients /) ° .uaS exp...ence, there were 3

oa* . (F7,, admitted with febrile
’ sutropuata, with 2 of the 3 being

Figure 1: Disease Free Survival After continuous

AC+G chemotherapy for high-risk breast car _i a ‘ong the 30 pat :mt who received
p— FAC+G and ¢ = beint among the 22

o patiente vhy  =ceir ' the AC+G
LLLH_l_% renime . ‘rade 4 rieutropenia was

- e e, Coseve o 2[22 (9%) patients

, trea’ dw. " .AC+G and in 3/30 (10%)
| nati ~* treated with FAC+G; a single

e | asc of Grade 3 thrombocytopenia
was noted, that in a patient receiving

5 FAC+G, with no cases of Grade 4
1 thrombocytopenia being observed.

experience, consisting of 185 and

In the total University of Washington
w_{ and Southwest Oncology Group

122 patients, respectively, there has

n=52 ?

ou , : : . . e DEEN ONE  case of acute leukemia
° S @ observed, accounting for the single
Months treatment-related death currently

associated with the (F)AC+G regimen. This case occurred 5 months following the completion of
treatment and manifested the 11923 translocation associated with anthracycline-related acute
leukemia and myeloproliferative disorders. While there are valid concerns regarding the
possibility of leukemogenesis with the administration of an anthracycline and the concurrent use
of G-CSF and an alkylating agent, available information does not indicate that the risk of myeloid
malignancy is any greater than that observed with other doxorubicin- or epirubicin-based
regimens. Thus, information exists to suggest that regimens containing daily oral
cyclophosphamide are superior to regimens utilizing intravenous cyclophosphamide and that the
administration of doxorubicin on
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a weekly schedule and the use of G-CSF appears to allow the dose-intensity of doxorubicin to be
maintained with acceptable toxicity and promising efficacy.

One way to examine these observations is to consider the "dose density" of the AC+G regimen
relative to other anthracycline-containing chemotherapy combinations. 5-FU was initially
included in the AC+G regimen, but was dropped in order to minimize hand-foot syndrome. Table
1 compares the dose delivery of the (F)AC+G regimen with other FAC combinations, based upon
the original work with the (F)AC+G regimen performed at the University of Washington.

Table 1: Delivered Dose Intensity of Adjuvant Breast Cancer Chemotherapy Regimens
Containing 5-Fluorouracil, Doxorubicin and Cyclophosphamide
MDAH ECOG Continuous Continuous
FAC (13,14) | CAF (12) FAC (11) FAC + G-CSF(15)
(RDI*) (RDI*)
267 175 242 270
5-fluorouracil (0.91/1.38) (1.01/1.54)
Doxorubicin 13.3 10.5 13.2 19.8
(0.99/1.26) (1.49/1.89)
Cyclophosphamide 133 245 250 414
(1.88/1.02) (3.11/1.69)
Adjusted  cyclophosphamide** | 133 221 225 373
(169/1.02) | (2716
RDI, *** regimen 1.00 1.09 1.26 1.8,
RDI, ***regimen, adjusted 1.00 1.04 120 | 1.77
*RDI = Relative dose intensity, continuous weekly FAC or continuc: = weeki FAC G-CSF vs. other.
This is the delivered dose intensity of each agent of our regim~ .~ (w ™~ ..anu . G-CSF) divided by

that from the reported reference regimens (MDAH FAC, FC« 5 CAF).
**Bioavailability based on 90% absorption of oral cvc! ,nosph nide. :
***RDI, average of each of the three drugs di * .cd by .0UAH  .C as reference =2gi ien, as per the

method of Hryniuk, who did not adjust for the o oioc ailability of cyclop! sphan Jle. Presented,
American Society of Clinical Oncolor  *fay 19t Da' s, Texas.

The AC+G regimen, baser .pon he ¢ ove compariso, na. m. 2s he dose density of the
component drugs within the fra~ 2w. k - manageabl~ tox city. hesc  zgimens differ not only in
dose density, how’ .e. e crnuiuous admin stratiol of - _iophosphamide and weekly
schedule of drvaru, - ay - .umize not or the cy. ‘¢ ‘ic effects of the regimen, but may
invoke putat” e arn. annior nic effects as w Il

Prec vical s ‘dies ndicate that rer : ‘ed mode.ate-dose exposure may optimize the anti-

Jog 'nic enc..s of cytoto ¢ gent & concept that has been termed "metronomic"
chemou »r- y. (8 - 11) Whei cy. spho_phamide was administered on a weekly basis it was
foun' to we able to induce comp te remissions in animal models of L1210 leukemia and Lewis
. _ carcinoma, and was 3-fold more active than cyclophosphamide administered according to a
conventional, high-dose intermittent schedule in cyclophosphamide-resistant Lewis lung
carcinoma and EMT-6 breast cancer cell lines. (8) Furthermore, additional pre-clinical studies
have indicated that a "metronomic" schedule is particularly appropriate when chemotherapy is to
be given in conjunction with an anti-angiogenic agent. (8, 9) This observation provides further
rationale to develop a "metronomic" chemotherapy schedule for clinical use, in order to establish
a chemotherapeutic regimen to which anti-angiogenic agents could be added with maximal
effect. Based upon the demonstrated tolerability of the continuous AC+G regimen when given in
the setting of a cooperative group study, its promising activity in the treatment of locally advanced
and high-risk operable disease, and a pre-clinical model suggesting that this schedule should be
superior to conventional dose-schedules, we propose to compare continuous AC with the new
standard of AC administered every 2 weeks in a Phase Il trial to be performed in patients with
high-risk node-negative and node-positive breast cancer.

bl el
Aitur e
Enlal Lwrnad



S0221
Page 8

Rationale for the Further Investigation of Weekly Paclitaxel

The optimal dose and schedule of paclitaxel remains under investigation. Adequate cytotoxic
concentrations of paclitaxel (= 0.01 mmol/L) are achieved and maintained for at least 26 hours
following weekly administration of paclitaxel at 100 mg/m (12, 13) Neurotoxicity prevents
escalation of paclitaxel beyond this dose when the agent is admmlstered Weekly, and the median
dose of patients treated with an intended dose of 100 mg/m? was 91 mg/m?*/week in the Phase |
evaluation of this schedule. (12) A weekly dose of 80 mg/m2 has been found to be tolerable in a
broad experience, including in recently completed adjuvant chemotherapy trial, E1199.

While the results of Phase Il comparisons of weekly vs. every 3 week paclitaxel administration
are awaited in the metastatic disease and adjuvant settings, data are available in the pre-
operative therapy of breast cancer. Investigators at MD Anderson Cancer Center have reported
the results of pre-operative therapy of operable breast cancer with alternative dose-schedules of
paclitaxel administered prior to definitive surgery. (14) In this trial, patients were randomized to
receive paclitaxel administered weekly or every 3 weeks as preoperative therapy for operable
breast cancer. Among the patlents randomized to receive weekly paclitaxel, node-negative
patients received paclltaxel 80 mg/m°/week for 12 weeks while node-positive patients received
paclitaxel 150 mg/m /week for 3 weeks, followed by a one week break for 4 cycles. All patients
randomized to "standard" paclitaxel received paclitaxel 225 mg/m every 3 weeks for 4 cycles.
After completion of paclitaxel therapy, all patients received additional chemotherapy with 4 cycl
of 5FU, Adriamycin, and cyclophosphamide, followed by local therapy. The high dose we Ki;
paclitaxel regimen proved too neurotoxic to recommend for further development, but tr, we «ly
dose of 80 mg/m*/week was well-tolerated. Overall, the pathologic complete » .pc se > R)
rate of 28.8% for patients receiving one of the weekly regimens was superic w the | ‘thoi ic
complete response rate of 13.6% for patients receiving paclitaxel every ~ .. aks (, <0..!). For
the node positive patients, the pCR rate was 38% for patients randeiz 1 to the we kly regimen
and 13.7% for patients randomized to receive paclitaxel every = .veeks. For 1e node-negative
patients, the pCR was 29.4% for patients randomized to re _ive * _kly .. ..axel as compared
to 13.4% for patients randomized to receive the taxane ~v. v 2 "ve. s.

In the effort to define the optimal dose and s~' _.du “ .. pa 'itaxel, an impor in. comparison to
make is that between the weekly and the ¢ =rv-~-w "k schedules, bott ~f whic appear to be
superior to the conventional every-3-week sct. .ule. T..s comparis~~wi L mar » " this trial.

Rationale for the Choices of V' .na voie 3 Support:

Filgrastim will be us . is < hemec upoietic grov .« fact r tc < _port patients randomized to
treatment with weel * #~ G, »~ od upon the afet ua i on ne Seattle pilot studies and the
Southwest C .cui. Yy Grou  swdies discus e’ « ove / saiiable pharmacokinetic data indicate
that it is like rthat lo. concentratio s of redfil, ‘astin present 7 days following a dose of the
ager. are lik. 7 to e sufficient *~ sti' . ate r\emawupoiesis. (15, 16) Because experience with

. CO. ~urrent awrninistration ¢ dc orubr 'n, « yclophosphamide, and filgrastim or pegfilgrastim is
minima: t+ ~ood and Drug Ac 1in: ‘ratio. has not allowed pedfilgrastim to be studied with the
AC+ reygimen in the adjuvant st “ir ;. Should data supporting the safety of the incorporation of
L _.agrastim into the AC+G regimen become available during the course of the study,
consideration will be made to amending the protocol to allow the use of pedfilgrastim in patients
receiving AC+G.

While filgrastim was used as the hematopoietic growth factor in C9741, patients in the current
trial randomized to the q 2 week regimens will be supported with pedfilgrastim. This is based
upon 1) the greater convenience to the patient and health care system of pedfilgrastim, 2)
evidence that hematologic recovery is sufficient two weeks following chemotherapy to allow
retreatment, 3) pharmacokinetic data indicating that the serum concentrations of pegfilgrastim
present 2 weeks following chemotherapy are insufficient to stimulate hematopoiesis, and 4)
existing data from clinical trials which document the safety and efficacy of pegfilgrastim used in
support of anthracycline-based chemotherapy combinations administered every 2 weeks. (15 -
21) Younes

7

bl el
Aitur e
Enlal Lwrnad



S0221
Page 9
Amended 9/22/04

reported the results of pegdfilgrastim administration following 104 courses of q 2 week ABVD
chemotherapy in 11 patients with Hodgkin’s Disease. No instance of neutropenic fever was
observed and the mean absolute neutrophil counts on the days of ABVD therapy for Cycles 1 - 8
were 5.6, 4.9, 7.5, 7.3, 8.2, 6.4, 8.9, and 7.1 x 10°/L, respectively. (19) Moore has presented the
results of pedfilgrastim administration following CHOP-R, administered every 2 weeks in a
community oncology practice setting. Eight-four cycles were administered to the first 15 patients
in the trial, with only 3 cycles having been delayed for myelosuppression. No dose reductions
were necessary and 90% of cycles were administered on time. (20, 21) Thus, clinical results
support the pharmacologic rationale for the use of pedfilgrastim following g 2 week anthracycline-
based chemotherapy. Safety data will be continually monitored and reviewed by the study
coordinators and the Data Safety Monitoring Committee of the Southwest Oncology Group.

Overall Trial Design

This study will investigate two primary hypotheses:

1. AC+G administered according to a continuous, "metronomic" schedule is superior to AC
administered according to an accelerated but more conventional schedule. We predict
that patients treated with AC+G will have a longer disease-free and overall survival than
patients treated with conventional AC.

2. The administration of paclitaxel on a weekly basis is superior to the administrat’ 1 of 1is
agent every 2 weeks with filgrastim support. We predict that treatme~ \ th  =¢ ly
paclitaxel will produce a longer disease-free and overall survival thar .. trea. \em  ‘h
paclitaxel administered every 2 weeks with filgrastim or supr- whe: adn. ‘istered
following doxorubicin/cyclophosphamide therapy.

This trial will be open to patients eligible for post-operativ- ac v~ .. ¢ = herapy for node-
positive or high-risk node negative breast cancer. Thi. vatiem Yopi*'ition is one in which a
relatively long post-operative chemotherapy regimer .oula . acce _wle and in which the event
rate would be expected to be sufficiently hi~» \ 2" w ignificant differe ... * in treatment
outcome to be seen with an acceptable n= .per ov »atients. Tissue k'~cks fre n the primary
tumor will be required from all patients in ora - . allo. correlative studi- = "0 be e~"armed. The
rationale for the study arms is disc'* __ " above

Correlative Studies:

Tissue blocks will b obtaine to - _rve as are-durc _ fu ure _orrelative studies. Examples of
such studies ... *inuudge he ollowing: t 'mr  micro ve sc! density or tumor VEGF expression
by immunol stoch mi = It is anti~‘pate | tha enwu, onto this trial will consist primarily of
patie’ ts withh {ERZ 1egative tumors ' . | Nt 831 ic closed. If a significant proportion of accrual
-~ ~ur. after . _31 is closf 1, -~onsi 2ra on could be made to performing HER2 and
Topois. ner e Il assays by fl. are ~encu in situ hybridization in all tumors. Other correlative
studi s L.uzing the prospectively ~ol :cted data from this trial will also be considered as ancillary
TS,

Prospective Evaluation of Polymorphisms in Genes that Synthesize and Metabolize Hormones
and in Those that Metabolize Chemotherapeutic Drugs and Their Impact on Breast Cancer
Survival

Despite lower breast cancer incidence, women of African ancestry (AA) have a significantly
worse prognosis from breast cancer compared with white women, even when the stage at
diagnosis is equivalent. (22, 23) The reasons for this disparity are probably multifactorial,
including socioeconomic, sociocultural, and biological factors. Unfavorable biological parameters,
such as negative estrogen receptor status, high nuclear grade, and high S-phase fraction, are
more common in breast cancers from women of AA. (23, 24) However, it is controversial
whether there are true biologic differences that explain worse survival outcomes for AAs when
the analyses are controlled for similar stage and treatment. A recent pooled analysis of clinical

7

bl el
Aitur e
Enlal Lwrnad



S0221

Page 9a

Amended 9/22/04
Amended 12/13/04

trials data from patients enrolled in consecutive adjuvant breast cancer trials coordinated by the
Southwest Oncology Group shed significant light on this issue and raised questions that serve as
the impetus for this proposal. (25) Between the years of 1975 and 1995, data from 5 clinical
trials, incorporating data from 6,676 women, were analyzed for racial differences in survival.
After stratifying for study and receptor status and then adjusting for age, nhumber of positive
nodes and tumor size, hazard ratios indicated a significant risk of failure of AAs to all other
patients for disease-free, overall and cause-specific survival. In the premenopausal cohort, there
was a 39%, 41%, and 42% greater risk of failure for these endpoints, respectively, and in
postmenopausal women, the greater risk for AAs were 45%, 49% and 39%, respectively. (25) A
parallel analysis of the overall SWOG database showed similar results for prostate cancer and for
ovarian cancer. (26) Thus, a hormonal-biologic interaction with survival is raised as a hypothesis
for the differential outcome by race/ethnicity.

The breast cancer adjuvant results form the rationale for this study. The inferior survival
outcomes of AA women with breast cancer after adjustment for multiple variables, mandates
exploration of treatment details, molecular biologic, pharmacogenetic and hormonal hypotheses.
To lay the groundwork for future studies, we will further explore the etiology of the observed
ethnic/racial differences in breast cancer outcome. This project will address differences in
estrogen synthesis and metabolism and variability in chemotherapeutic drug metabolism =
factors in racial differences in survival.

Specific Aims:

1. To evaluate the differential distribution of the polymorphisms fr- * armo. @ me bolism
across racial/ethnic groups and determine the relation of thaese gene poly. orphisms to
racial differences in breast cancer survival in patients .rolle ' in . NOG S0221 (PI
Budd). We hypothesize that the prevalence of allels a 30~ ".iec ** poorer prognosis
will be greater among AA women.

2. To determine if polymorphisms resul* g ~ - 2a - activation (CY <. 4) and lesser
detoxification (GSTP1 and GSTAL,} . cvslo, 1osphainide are as ~ociater with disease-
free survival.

3. To set up serum and P’ IA hankse hat wi. oe laterusf .. a ‘en ine i groteomic patterns
in serum from can- . patier 3 ca predict respons renes to 0 cific drug therapies, and
if racial differc ~s -~ ., anu serveasa* .ourc:for utve RO1 applications for
studies of re ial diffe, ne~ in hormone and * ._ m tak .sm in relation to survival.

Antioxidan! study

" thic trial, w. il also requ s. *hat . om n who are enrolled consent to be contacted for
collectic » £* additional data ar ' t¢ arovi 2 contact information. Women who consent will be
conti :te.. oy telephone and quer d :garding use of antioxidant supplements during treatment.

There is widespread use of antioxidants and other dietary supplements among cancer patients,
used with the intentions and hopes that supplement use will maintain overall health, decrease
treatment-associated toxicity, and increase treatment efficacy. However, there are no existing
empirical data to support the notion that antioxidant supplement use can decrease toxicity
associated with treatment, and it is unclear if vitamin use has any impact of treatment efficacy,
either to inhibit it or to enhance it.

Because numerous chemotherapeutic agents exert their cytotoxic effects through generation of
reactive oxygen species (ROS), it is possible that supplement use could block the effects of
treatment upon the tumor. However, there are some experimental in vitro data showing that
some
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antioxidants (ascorbic acid, selenium) actually potentiate the effects of some specific treatments,
supported by studies showing that antioxidants can act as pro-oxidants in cancer cells.
Functional systemic genetic polymorphisms resulting in variability in activity of enzymes that
generate ROS and that protect cells from oxidative damage, will also determine levels of
cytotoxic metabolites that reach and damage tumor and normal cells.

Currently, there are no observational or clinical data to guide physicians in providing
recommendations to their patients. It is not known whether use of antioxidants blocks the cell-
killing capabilities of ROS in both normal and tumor cells. Before clinical trials can be ethically
conducted to determine the potential effects of antioxidant supplements on toxicity and
recurrence, observational data are required. If it is found that use of antioxidant supplements
decreases toxicity while not interfering with the efficacy of radiation and/or chemotherapy, then
clinical trials could ethically be conducted to investigate the potential synergistic effects of
antioxidants and cancer therapy. Thus, we will query women enrolled in this study about
supplement use, and evaluate in relation to toxicity and recurrence. We will also evaluate if
variants (polymorphisms) in genes that impact levels of oxidative stress will affect toxicity and
disease free survival, or modify relationships between supplement use and treatment outcomes.

Closure of Arms 1-4 and Opening of Arms 5-6.

In Fall 2010, the SWOG Data and Safety Monitoring Committee recommended susg nsio ot
randomization to Arms 2 and 4 (weekly administration of AC) due to crossing the f'ii. bce ¢ ry
discussed in Section 11.4 such that S0221 will be unable to demonstrate st . arity fAC 5.
Accrual to the remaining factor (paclitaxel administration) will continue i “er t¢ leter. ine the
optimal dose-schedule of paclitaxel. Patients will no longer be randc 1ized to A *+G, and all
patients hereafter will be assigned to treatment with four cycles of ._+pe filgre tim. The number
of cycles of AC is being reduced to four to be consistent wit* stc '\d-= . the =, as the amended
protocol is no longer asking a question regarding AC ¢ se anct sche-'ule. Patients currently
receiving treatment on Arms 1-4 may be transitione” o q. <ek /A pedfilgrastim as described
in Section 7.3, at the discretion of the patier* ar. " t+ in =stigator. Patie . =ntered in the
amended protocol will be randomized to rec ve treav ‘ent wiui 4 cycles ¢” q = we k AC followed
by either 6 cycles of g 2 week paclitaxel (. - . 5) 0. 12 weeks of we . / par t~ el (Arm 6).

7

Statistical analysis will be as descr’* ... " Secti 177 ./,
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Inclusion of Women and Minorities:

Ethnic Category Females Males Total
Hispanic or Latino 144 1 145
Not Hispanic or Latino 3,086 19 3,105
Total Ethnic 3,230 20 3,250
Racial Category
American Indian or Alaskan Native 25 0 25
Asian 125 0 125
Black or African American 350 3 353
Native Hawaiian or other Pacific 10 0 10
Islander
White 2,720 17 2,737
Racial Category: Total of all 3,230 20 3,250
Subjects* R B

Differences among treatment arms are not expected to be a function of race or #*" .ucit, Th. ~
the study is not designed to detect differences within race or ethnicity subsets. Th  will . »
explored as part of the final analysis.

DRUG INFORMATION

3.1 Cyclophosphamide (Cytoxan®) (NSC-2677.

a.

DESCRIPTION

2-[bis(2-chloroett, jami O]tetra. .10-2H-1,3.” ~xe¢ ap. sph ine 2-oxidemo-
nohydrate. ~ yclo. 2spl mide is biotran fc me ' nc ally in the liver to active
alkylating 1. ~t2' _lite v .ch cross-lin' ottt mor 2llD. ...

TON T -G
Hu an ioxicology: = ‘oxic y fro  cyclophosphamide includes bone marrow

< pression wk ™ usudly ¢ ccurs 10 to 12 days after administration, nausea,
vomiting, anoi xia aba minal discomfort, diarrhea, stomatitis, hemorrhagic
colitis, jaundice, =vt sible alopecia, hemorrhagic cystitis which can frequently be
prevented with 1. .cased hydration, hematuria, ureteritis, tubular necrosis,
fibrosis of the bladder, cardiac toxicity which may potentiate doxorubicin-induced
cardiotoxicity, rare anaphylactic reaction, skin rash, hyperpigmentation of the
skin and nails, interstitial pulmonary fibrosis, and cross sensitivity with other
alkylating agents. Treatment with cyclophosphamide may cause significant
suppression of the immune system.

Second malignancies, most frequently of the urinary bladder and hematologic
systems, have been reported when cyclophosphamide is used alone or with
other anti-neoplastic drugs. It may occur several years after treatment has been
discontinued. It interferes with oogenesis and spermatogenesis and may cause
sterility in both sexes which is dose and duration related. It has been found to be
teratogenic, and women of childbearing potential should be advised to avoid
becoming pregnant. Increased myelosuppression may be seen with chronic
administration of high doses of phenobarbital. Cyclophosphamide inhibits
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cholinesterase activity and potentiates effect of succinylcholine chloride. If
patient requires general anesthesia within 10 days after cyclophosphamide
administration, the anesthesiologist should be alerted. Adrenal insufficiency may
be worsened with cyclophosphamide. Cyclophosphamide is excreted in breast
milk, and it is advised that mothers discontinue nursing during cyclophosphamide
administration. The occurrence of acute leukemia has been reported rarely in
patients treated with anthracycline/alkylator combination chemotherapy.

For prescribing information and a comprehensive list of adverse events
associated with cyclophosphamide, refer to the drug package insert.

PHARMACOLOGY

Kinetics: Cyclophosphamide is activated principally in the liver by a mixed
function microsomal oxidase system. PO administration is well absorbed, with
bioavailability greater than 75%. Five to twenty-five percent of unchanged drug
is excreted in the urine. Several active and inactive metabolites have been
identified with variable plasma protein binding. There appears to be no evidence
of clinical toxicity in patients with renal failure, although elevated levels of
metabolites have been observed.

Formulation: Cyclophosphamide is supplied in 100 mg, 200 mg, 500 mqa, 1 ¢ an
and 2 gram vials as a white powder. The drug should be recon<*ii. ~»d ith
Sterile Water for Injection, USP, and may be diluted in either » m¢ sa. < or
D5W. The PO form is supplied as 50 mg and 25 mg tablets.

Storage and Stability: Although the reconstituted cv~lof osphamid. ‘s stable for
six days under refrigeration, it contains no presc .atives nd tl :refore should be
used within 6 hours. Tablets are stable atr~ .nt > cratu..

Administration: Cyclophosphamids _noula e dilut. 4 In about 150 cc of normal
saline or D5W and infused IV A1 = .ed 9se of IV fluids me ' help prevent
bladder toxicity. The tablet1 m ~” th. drug may also be ¢ 'minist ‘ed PO.

Supplier: Cyclop* opi. mide i. ~ .mercially avai bl and . »ou.u be purchased
by a third par* . 1. sdrt will nut be supplie (b th Nu .

3.2 Doxorubicin * .. ;an .in®) (N .c-123127)

a.

L SCRIP Olv

Me nanism of A~tion . Jxo0. Ibicin 1s a cytotoxic anthracycline antibiotic different
wum daunoruk :in My th prsence of a hydroxyl group in the C-14 position.
Doxorubicin is  ro. ced oy fermentation from S. Peucetius var. caesius. Its
mechanism of a. '~ is thought to be the binding of nucleic acids, preventing
DNA and possibly RNA synthesis.

TOXICOLOGY

Human Toxicology: Studies with doxorubicin have shown that the major toxic
effects of this drug are alopecia, which is often total but always reversible;
nausea and vomiting, which develops shortly after drug administration,
occasionally persisting for 2 - 3 days; fever on the day of administration; and
phlebitis at the site of the drug's injection. Extravasation of the drug will lead to
soft tissue necrosis. Phlebosclerosis, cellulitis, vesication and erythematous
streaking have also been seen. Mucositis may be seen 5 - 10 days after
administration. Ulceration and necrosis of the colon, particularly the cecum, with
bleeding and severe infection have been reported with concomitant
administration of
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cytarabine. Anorexia and diarrhea have also been observed.
Hyperpigmentation of nailbeds and dermal creases, onycholysis and recall of
skin reaction from prior radiotherapy may occur. Cardiac toxicity manifested as
acute left ventricular failure, congestive heart failure, arrhythmia or severe
cardiomyopathy has been reported, but appears to occur predominantly in
patients who receive total doses in excess of 550 mg/M?. Myelosuppression,
predominantly neutropenia, is common with nadir occurring approximately two
weeks after a single injection; lesser degrees of anemia and thrombocytopenia
have been reported. Rapid recovery of the blood counts approximately two and
a half weeks after a single injection generally permits an every three week
schedule. Patients with obstructive liver disease have more severe
myelosuppression due to impaired drug excretion. Thus, patients with hepatic
dysfunction may need to have reduced dosage or to be excluded from therapy.
Renal excretion of doxorubicin is minimal, but enough to color the urine red; thus
impaired renal function does not appear to increase the toxicity of doxorubicin.
Other side effects include fever, chills, facial flushing, itching, anaphylaxis,
conjunctivitis and lacrimation. The occurrence of acute leukemia has been
reported rarely in patients treated with anthracycline/alkylator combination
chemotherapy.

For prescribing information and a comprehensive list of adverse ever.
associated with doxorubicin, refer to the drug package insert.

PHARMACOLOGY

Kinetics: Intravenous administration is followed by a rap’ .. sma ‘eara ce with
significant tissue binding. Urinary excretion is 1e¢ gible; bilic 7 excretion
accounts for 40 to 50% of the administered dc~ oeing <=cov red in the bile or
the feces in 7 days. The drug does not cros e ' _u-bra.. _arrier.

Formulation: Doxorubicin is suppl . In 1L <0 anc o0 mg sinnle-use vials, and
150 mg multidose vials as a re  ora ~ , iyo, vilized powder v «c. has a storage
stability of at least two years ses ex, ration date on vial. Doxort Jicin should be
reconstituted with 5, 10, 25 a. /5 ml . sspectively ~f Sc i m Cl ~ e Injection,
USP (0.9%) to gi** an. Mlconc v don of 2 ma/mr

Doxorubic. is al. » 7 ailable in 2 1/m!l wvic - containing doxorubicin
hydr- ... oric ~ sodiu . chloride 0.9 . (to a fjus t~ icity) and water for injection;
nH Ai='~d 7 ,sing hyroch™ ric ¢ .. T is .urmulation is available in 10 mg,
<. mg ano 50 ng single-us *v 4 and in * 200 mg multidose vial.

Str age and St=2hility  The -econuituted doxorubicin is stable for 24 hours at
wwom tempera rre nd .- 3 tours under refrigeration (2 - 8°C). It should be
protected from . ‘pc ure tu sunlight. Discard any unused solution from the vials.
Bacteriostatic dil. = 5 with preservatives are NOT recommended as they might
possibly worsen the reaction to extravasated drug.

Administration: Doxorubicin may be further diluted in 5% dextrose or sodium
chloride injection and should be administered slowly into tubing of a freely
flowing intravenous infusion with great care taken to avoid extravasation.

Care in the administration of doxorubicin hydrochloride will reduce the chance of
perivenous infiltration. On intravenous administration of doxorubicin,
estravasation may occur with or without an accompanying burning or stinging
sensation, even if flood returns well on aspiration of the infusion needle. If any
signs or symptoms of extravasation have occurred, the injection or infusion
should be immediately terminated and restarted in another vein. If extravasation
is suspected, intermittent application of ice to the site for 15 min. g.i.d. x 3 days
may be useful. The benefit of local administration of drugs has not been clearly
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established. Because of the progressive nature of extravasation reactions, close
observation and plastic surgery consultation is recommended. Blistering,
ulceration and/or persistent pain are indications for wide excision surgery,
followed by split-thickness skin grafting.

Supplier: This drug is commercially available for purchase by the third party.
This drug will not be supplied by the NCI.

3.3 Filgrastim (r-metHuG-CSF) (Neupogen®) (NSC-614629)

a.

DESCRIPTION

Filgrastim, (recombinant human granulocyte-colony stimulating factor, r-metHuG-
CSF), is a protein produced by E. coli into which has been inserted the human
granulocyte colony-stimulating factor gene. Filgrastim differs from the natural
protein in that the N-terminal amino acid is a methionine and it is not o-
glycosylated. G-CSF functions as a hematopoietic growth hormone; it increases
the proliferation, differentiation, maturation and release of precursor cells into
mature blood cells of the neutrophil lineage. G-CSF has demonstrated in vitro
effects on mature neutrophils, including an increased expression of chemot=c.
receptors, enhanced phagocytosis and intracellular killing of certain ornanic ns,
as well as enhanced Killing of target cells that are bound by antibodie.

Approximately 26,270 patients in U.S. and internatior~! vas 1 tn 's have
participated in clinical trials of filgrastim to date, and tt . worldwic. conimercial
populations receiving filgrastim totaled approxim=* .y 5, 45,577, Tiie maximum
tolerated dose of filgrastim has not beer du 2rr"rec " ficacy has been
demonstrated at doses of 4 to 8 mcg/ «dav. -atierts receiving up to 138
mcg/kg/day displayed no toxic effect~ wthe - . the. .as a flattening of the dose
response curve above daily dos- 5 ¢ ar~ :tei han 10 mecg/kg/c .

TOXICOLOGY

The most frecr2n 7 rep -ted acverse effect .. *r =2du ary L _ne pain, occurring
in 20 - 25" ur patic tsir 2hase Il and Il rius.  Nh ! dne pain was reported it
ofter . ~ce ' . a 1. _ In the cirm .ating net re-hil count; it occurred more
freq entt i r _ents treate 1 w ’. °C 10t mcg/kg/day of intravenously

« Minster 1iagrastim anc le = often in ower subcutaneous doses. The pain
wa ¢ .ally mild tc moc 2rate n scverity, and usually controlled with non-
na' otic analgesics s' . as ‘cetar.unophen. Other side effects include transient
wut reversible i cre ses .« " alt aline phosphatase, lactate dehydrogenase and uric
acid levels. T. »se occu.red in 27-58% of patients, without clinical sequelae
observed. Eleva. > 5 of leukocyte alkaline phosphatase levels have also been
noted but the significance is not yet known. Less frequently reported adverse
events related to filgrastim administration include subclinical splenomegaly,
exacerbation of pre-existing skin rashes, alopecia, and thrombocytopenia, and
cutaneous vasculitis

Allergic reactions: Rarely, allergic-type reactions have occurred. Since the
commercial introduction of filgrastim there have been reports (< 1 in 4,000
patients) of symptoms suggestive of an allergic-type reaction, but in which an
immune component has not been demonstrated. These have generally been
characterized by systemic symptoms involving at least two body systems, most
often skin (rash, urticaria, edema), respiratory (wheezing, dyspnea), and
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cardiovascular (hypotension, tachycardia). Some reactions occurred on initial
exposure. Reactions tended to occur within the first thirty minutes after
administration and appeared to occur more frequently in those patients who
received filgrastim intravenously. Rapid resolution of symptoms occurred in most
cases after administration of standard supportive care, and symptoms recurred in
more than half the patients when rechallenged.

Splenic rupture: Rare cases of splenic rupture have been reported following the
administration of filgrastim in both healthy donors and patients. Some of these
cases were fatal. Individuals receiving filgrastim who report left upper abdominal
and/or shoulder tip pain should be evaluated for an enlarged spleen or splenic
rupture.

Adult Respiratory Distress Syndrome (ARDS): Adult respiratory distress
syndrome (ARDS) has been reported in neutropenic patients with sepsis
receiving filgrastim, and is postulated to be secondary to an influx of neutrophils
to sites of inflammation in the lungs. Neutropenic patients receiving filgrastim
who develop fever, lung infiltrates, or respiratory distress should be evaluated for
the possibility of ARDS. In the event that ARDS occurs, filgrastim should be
discontinued until resolution of ARDS and patients should receive appropra
medical management for this condition.

Sickle Cell Disease: Severe sickle cell crises, in some cases ** dltin_ inu * h,
have been associated with the use of filgrastim in pat=anis | ‘th s kle cell
disease. Only physicians qualified by specialized train' .\g or exp. ience in the
treatment of patients with sickle cell disease sho' . pre c<ribe flgrastim for such
patients, and only after careful consideration ~ft. > p~ >nu. ' s and benefits.

Alveolar Hemorrhage and Hemopt _.s: " colar ' _imorrhage manifesting as
pulmonary infiltrates and hemoer ys. re _in. 1 hospitalization ".a. been reported
in healthy donors undei Jno p ‘ipherai blood pr qerutor cell (PBPC)
mobilization. Hemoptysis res ".ed wir discontinuation <, 'gras ™ The use of
filgrastim for PBP” ..wo. lization ‘r " calthy donors  n. ana 9ro.ed indication.

Pregnancy nd 'ac ‘tior No clinical fria.» nav be. ~ _erformed in pregnant or
lactr” .., w¢ cn. Th .efore, admir. «ratior of * r stim, (r-metHuG-CSF) during
nreg *~°  or  _wonisnotre y-mn «au 1 Int. rurther data are available.

Co raw.wcations: Fil astii  is « 'ntraindicated in those patients with known
hv arsensitivity © =, 0. der red proteins.

PHARMACOLG Y

Formulation: Filgrastim (Neupogen®) is supplied as a sterile, clear, colorless
preservative-free liquid for parenteral administration. Filgrastim is available in
single use vials and prefilled syringes. The single use vials contain either 300
mcg or 480 mcg filgrastim at a fill volume of 1 mL or 1.6 mL, respectively. The
single use prefilled syringes contain either 300 mcg or 480 mcg filgrastim at a fill
volume of 0.5 mL or 0.8 mL, respectively. See table below for product
composition of each single use vial or prefilled syringe.
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300 mcg/ 480 mcg/ 300 mcg/ 0.5 | 480 mcg/ 0.8
1 mL vial 1.6 mL vial mL syringe mL syringe
Filgrastim 300 mcg 480 mcg 300 mcg 480 mcg
Acetate 0.59 mg 0.94 mg 0.295 mg 0.472 mg
Sorbitol 50 mg 80 mg 25 mg 40 mg
Tween® 80 0.004% 0.004% 0.004% 0.004%
Sodium 0.035 mg 0.056 mg 0.0175 mg 0.028 mg
Water for injection 1mL 1.6 mL 0.5 mL 0.8 mL
USP g.s. ad

Dilution: If required, filgrastim may be diluted in 5% dextrose. Filgrastim diluted
to concentrations between 5 and 15 mcg/mL should be protected from
adsorption to plastic materials by addition of albumin (human) to a final
concentration of 2 mg/mL. When diluted in 5% dextrose or 5% dextrose plus
albumin (human), filgrastim is compatible with glass bottles, PVC and polyolefin
IV bags, and polypropylene syringes. Dilution of filgrastim to a final
concentration of less than 5 mcg/mL is not recommended at any time. Do not
dilute with saline at any time; product may precipitate.

Storage and Stability: Filgrastim should be stored in the refrigeratni t 2- °C
(36-46°F). Do not freeze. Avoid shaking. Prior to injection, fil~ s m 1. *v Je
allowed to reach room temperature for a maximum of 24 v & . A 7/ vie Or
prefilled syringe left at room temperature for greater tt .. 24 hc rs si uld be
discarded. Parenteral drug products should be insr2ct d visually 1 - particulate
matter and discoloration prior to administration, = ..eneve  solt on and container
permit; if particulates or discoloration are »' _erv - e cu...uner should not be
used.

Administration:  Filgrastim ic aa. v ere ' as a single .a -
subcutaneous bolus injectio.

injection by

Supplier: Filgrasti- | CSF; . =21~ gen®) is cornr e cially vaii wie. However,
for this study * is eing upplie. ree-of-che ,. by An en, 1 .c. and is available
from UVI, ' .. To . »air a supply of filgrc s.n, on. 'e  the Filgrastim (G-CSF)
Druo = qud * orm . _plied in App” .dgix 22.1, nr fax the form to UVI, Inc. at:

oVl inc.
Phone: 80. /3.0 '50¢
Fax: '0/7:5-38%

uVI, Inc. office 1ou s are 0. a.m. to 1:00 p.m. PST; a phone message may be
left at other time

Orders received by 12:00 p.m. PST Monday through Thursday will be shipped for
next day delivery. Orders received by 3:00 p.m. PST on Friday will be shipped
for receipt the following Monday for receipt Tuesday, unless the institution
specifically requests Saturday delivery, and can guarantee their institution will
accept delivery. Filgrastim orders from USA sites only will be accepted.
Patients must be registered to the study before study drug can be obtained.

For this study, filgrastim is supplied in 480 mcg/1.6 mL vials; initial order
guantities will be 100 vials; reorder quantities will be in 30 vial increments.

Drug returns: Unused drug at the site upon termination of the study must be
returned to UVI Inc. with a completed Return Medication Packing Slip (See
Appendix 19.2).

7

bl el
Aitur e
Enlal Lwrnad



Amended 9/22/04
Amended 12/13/04

S0221

Page 16
Amended 10/7/05
Amended 1/1/08

3.4 Paclitaxel, Taxol® (NSC-673089)

a.

DESCRIPTION

Chemistry: Paclitaxel is a diterpene plant product found in the needles and bark
of the western yew, Taxus brevifolia. The marketed formulation is prepared in a
semi-synthetic process.

Molecular Weight: 853.9

Empirical Formula: Ca;Hs:NOq4

Description: Clear viscous fluid
TOXICOLOGY

Human Toxicity:

Dose-limiting toxicity is myelosuppression with reversible granulocytopenia,
anemia, and thrombocytopenia. Allergic reactions occur in up to 8% of patients
receiving paclitaxel as an intravenous infusion over 6 to 24 hours. These ca” L

acute anaphylactoid reactions to include flushing, hypotensinn, nc
bronchospasm; dermatitis and pruritus are also observed. Hypertens™ n. s so
been seen, and may be related to concomitant medication with " _xar. >tha ~ e.
Premedication with diphenhydramine, cimetidine, and dexan.ctt. sone 3ppears
to diminish the incidence of these reactions. Neurotc .ciy can 1cluce distal
painful paresthesias. Rarely, this toxicity has re~ .rec discortinuc..ion of drug
due to pain, impairment of fine motor skills, or ¢ ncu*v ¢ nbu' ting. Experience
to date suggests that this neuropathy is r= _rsib.  Rarely, associated forms of
neurotoxicity have included taste r- ve sir, s 72 _s, and mood changes.
Some patients have reported vi on ab. wmalitiecs such 2~ blurred vision,

"flashing lights" and scinti" .1g . ..oma. Ischemic ¢ i arcted colon,
sometimes with involvemen. ¥f = .er arts of the gastroi =stina tract, has also
been seen. Patier*~ repoi 1g 2hduminal disc . for. . roulc " - monitored

closely. These vem. gener ', occurred *+hil th pati nts were severely
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neutropenic. They may be most consistent with neutropenic enterocolitis
(typhlitis). Although increased SGOT, SGPT, bilirubin and alkaline phosphatase,
as well as hepatic failure and hepatic necrosis have been seen, one patient
receiving this drug has also experienced hepatic encephalopathy, and two
incidences of pancreatitis have been noted. Neuroencephalopathy has also
been reported. Pulmonary toxicities that have occurred are pneumonitis and
radiation pneumonitis (following concomitant paclitaxel and radiation).

Other non-hematologic reactions include: diarrhea, alopecia, myalgias and
arthralgias, nausea or vomiting, mucositis (stomatitis and pharyngitis), light-
headedness, myopathy and fatigue. Less commonly, cardiotoxicity has been
associated with paclitaxel administration, to include arrhythmias (sinus
bradycardia, ventricular tachycardia, atrial arrhythmia, and heart block), and
myocardial infarction. Skin reactions including erythema, induration, tenderness,
ulceration, radiation recall, rash and nail changes have occurred including
discoloration of fingernails and separation from nail bed.

Pregnancy and Lactation: Paclitaxel may cause fetal harm when administered to
a preghant woman. Paclitaxel has been shown to be embryo- and fetotoxic in
rats and rabbits and to decrease fertility in rats. In these studies, paclitaxel was
shown to result in abortions, decreased corpora lutea, a decrease in
implanatations and live fetuses, and increased resorption and embryo-f21
deaths. No information is available on the excretion of this drug in human i ilk.
Because many drugs are excreted in human milk and because of { 2| “tei ial
for serious adverse reactions in nursing infants, it is recommer _at tnc - g
be discontinued.

For prescribing information and a comprehensi'e st of ad\ rse events
associated with paclitaxel, refer to the drug pack- ,< inse

PHARMACOLOGY

Formulation: Sterile solution conta” ng 6 1. /mlin « 5 ml vial /> mg per vial) in
polyoxyethylated castor oil (C ..nap . £L) 9% and dehydi tec alcohol, USP,
50%. There are also vial siz s 0* .00 1g and 300 mg.

Solution Preparafi~ .. . ~clitaxx ie _constituted b' dn ‘ing t. » to .a dose in 0.9%
Sodium Chle~"le nject n, UL, or 5% "<, vo 2\ ‘ectica, USP (D5W) to
maintain & .aclitaxc cor entration betwe n 0.2 anc ' © mg/ml. Paclitaxel must
be - ~a © in ( .ss or pc .efin co @ ers due to leaching of
diet vIh~Int, ~al- - (DEHP) p' 'stic. . 9.1 p .yvinyl chloride (PVC) bags and
w avenou tuuing by the Zre 1 cphor ve lice in which paclitaxel is solubilized.
Ea 1.  ottle shoule’ be ¢ epar. 1imi..cdiately before administration.

“O(E: Format .. of a < nall 'umber of fibers in solution (within acceptable limits
established by he ISP ‘aruculate Matter Test for LVPs) has been observed
after preparatio. o0/ paclitaxel. Therefore, in-line filtration is necessary for
administration of p..litaxel solutions. In-line filtrations should be accomplished
by incorporating a hydrophilic, microporous filter of pore size not greater than
0.22 microns (e.g.: IVEX-II or IVEX-HP or equivalent) into the IV fluid pathway
distal to the infusion pump. Although particulate formation does not indicate loss
of drug potency, solutions exhibiting excessive particulate matter formation
should not be used.

Administration of Paclitaxel: Paclitaxel, at the appropriate dose, will be given as
an intravenous infusion as specified in the protocol, diluted in 0.9% Sodium
Chloride Injection, USP, or 5% Dextrose Injection. Paclitaxel will be administered
via an infusion control device (pump) using non-PVC tubing and connectors,
such as the IV administration sets (polyethylene or polyolefin) which are used to
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infuse parenteral nitroglycerin. Nothing else is to be infused through the line
where paclitaxel is being administered.

Storage and stability: The intact vials of paclitaxel should be stored between 2 -
25°C. Based on stability data for Taxol® made from either natural or semi-
synthetic paclitaxel, stored for up to 12 months at 40°C, potency losses were
within the range of 2.0 to 2.4 percent per year. Samples stored for up to 3
months at 60°C lost potency at rates corresponding to 20 to 40% per year.
Accordingly, vials left out in a warm place for a few days should still be
satisfactory for use. All solutions of paclitaxel exhibit a slight haziness directly
proportional to the concentration of drug and the time elapsed after preparation,
although when prepared as described above, solutions of paclitaxel (0.3 - 1.2
mg/ml) are physically and chemically stable for 27 hours. Vials will be labeled
with a firm expiration date.

Supplier: Paclitaxel is commercially available for purchase by the third party.
This drug will not be supplied by the NCI.

3.5 Pedfilgrastim (Neulasta™)

a.

DESCRIPTION

Pedfilgrastim (Neulasta™) is a covalent conjugate of recombinant meth ny
human G-CSF (Filgrastim) and monomethoxypolyethylene glyro.. t rth
pedfilgrastim and Filgrastim are colony-stimulating factors h. o ° n
hematopoietic cells by binding to specific cell surface ... ators the Ly
stimulating proliferation, differentiation, commitment, # _ 2nd =Il fu ctional
activation. Studies on cellular proliferation, recertor jinding, a. 1 neutrophil
function demonstrate that Filgrastim and - _gtilare tim 1ave the same
mechanism of action. Pedfilgrastim has re” _e. = w cle. .ice and prolonged
persistence in vivo compared with Filgras. 1.

Pedfilgrastim is indicated to de~-ec e * 2 ridence of infect’ ... as manifested
by febrile neutropenia, in .atients with nunmyeloid ~aliynar ies receiving
myelosuppressive anti-canc - .rugs associated with « clinic alh significant
incidence of febrile = _ "ropeni.

Pedfilgrasti- was eval ated in 2 rar ic 1iz d, o sle-blind, active-control
studies us. 9~ _«or M .1 60 mg/m® - d ¢ cetz el 74 .ag/m’ administered every
21 ¢ uys for 9 to “ cycles in the tt at~er. of  _.ents with high-risk stage Il or
“*ag. .. b, stcancer. S dy . inv s gaced the utility of a fixed dose of
pe filorast 4. Study 2 usec a we qht- " .sted dose. In the absence of growth-
fac r support, similar em thera v regimens have been reported to result in a
17 Y incidencr seve 2 nuutropenia [absolute neutrophil count (ANC) < 0.5 x
10°/L] with a . an 'urat 1 oi 5 to 7 days, and a 30 to 40% incidence of febrile
neutropenia.

In study 1, 157 subjects were randomized to receive a single subcutaneous (SC)
dose of 6 mg of pedfilgrastim on Day 2 of each chemotherapy cycle or Filgrastim
5 [g/kg/day SC beginning on Day 2 of each cycle. In study 2, 310 subjects were
randomized to receive a single SC injection of pedfilgrastim at 100 "g/kg on Day
2 or Filgrastim 5 [g/kg/day SC beginning on Day 2 of each cycle of
chemotherapy.

Both studies met the primary objective of demonstrating that the mean days of
severe neutropenia (ANC < 0.5 x 109/L) of pedfilgrastim-treated patients did not
exceed that of Filgrastim-treated patients by more than 1 day in Cycle 1 of
chemotherapy. The rates of febrile neutropenia were 13% and 9% for
pedfilgrastim vs 20% and 18% for Filgrastim in studies 1 and 2, respectively.
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Other secondary endpoints included days of severe neutropenia in Cycles 2 to 4,
the depth of ANC nadir in Cycles 1 to 4, and the time to ANC recovery after
nadir. In both studies, the results for the secondary endpoints were similar
between the 2 treatment groups.

The safety and efficacy of once-per-cycle pegfilgrastim was also found to be
comparable to daily Filgrastim in phase 2 studies in patients with non-small cell
lung cancer being treated with carboplatin and paclitaxel and patients with non
Hodgkin’s lymphoma (NHL) or Hodgkin’s lymphoma being treated with ESHAP
(etoposide, methylprednisolone, high-dose cytarabine, cisplatin) or CHOP
(cyclophosphamide, doxorubicin, vincristine, prednisone) chemotherapy.

TOXICOLOGY

The most common adverse event attributed to pegdfilgrastim in clinical trials was
medullary bone pain, reported in 26% of subjects, which was comparable to the
incidence in Filgrastim-treated patients. This bone pain was generally reported
to be of mild-to-moderate severity. Approximately 12% of all subjects utilized
non-narcotic analgesics and less than 6% utilized narcotic analgesics in
association with bone pain. No patients withdrew from the study due to bone
pain. Reversible elevations in LDH, alkaline phosphatase and uric acid ha
been observed in clinical trials. Pedfilgrastim has been associated iti
leukocytosis (defined as WBC > 100 x 10%L) in <1% of 465 s’y ts ith
nonmyeloid malignancies, when observed is was not assor’ et wi. 1y
adverse event. Transient thrombocytopenia has also beer. (i ed i patic .is
receiving Filgrastim.

Pedfilgrastim is contraindicated in patients with * .own | ners asitivity to E coli-
derived proteins, pedfilgrastim, Filgrastim or », othc. .omponent of the
product.

Rare cases of splenic rupture * .ve = .. rej. rted following tt : & ministration of
the parent compound of pe_ 'Igr= ‘tin  Filgrastim, for PB = mok .zation in both
healthy donors and natients .ith cai.cer. Some ~f { e 2 ce ¢ were fatal.
Pedfilgrastim ha- o. heen » .uated in this se 'ng. Pau.ents receiving
pedfilgrastim .no epor left upper abdem” @ r shc Ilder up pain should be
evaluated rar =2n "ge spleenorsr'en rupt ‘e.

Adu r~ ‘ra r ustress sync )me -~ . ) b.us been reported in neutropenic
p. ‘ents w 1 sepsis receiv 1ig -. trastim _he parent compound of pegfilgrastim,
an. is _ustulated to be econ ary w an influx of neutrophils to sites of
inf mmation in the 1 ys. Neutiopenic patients receiving pedfilgrastim who
ucvelop fever, ny infiltt. ‘es, or respiratory distress should be evaluated for the
possibility of A DS In uie event that ARDS occurs, pedfilgrastim should be
discontinued an. ~ withheld until resolution of ARDS and patients should
receive appropriate medical management for this condition.

Allergic-type reactions, including analyphylaxis, skin rash, and urticaria, occurring
on initial or subsequent treatment have been reported with the parent compound
of pedfilgrastim, Filgrastim. In some cases, symptoms have recurred with
rechallenge, suggesting a causal relationship. Allergic-type reactions to
pedfilgrastim have not been observed in clinical trials. If a serious allergic
reaction or anaphylactic reaction occurs, appropriate therapy should be
administered and further use of pegfilgrastim should be discontinued.
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Severe sickle cell crisis have been reported in patients with sickle cell disease
(specifically homozygous sickle cell anemia, sickle/lhemoglobin C disease, and
sickle [# thalassemia) who received Filgrastim, the parent compound of
pedfilgrastim, for PBPC mobilization or following chemotherapy. One of these
cases was fatal.

There are no adequate and well-controlled studies in pregnant women. The risks
of the study drug to an unborn or newborn child, are not known. In addition, it is
not known whether pegdfilgrastim is secreted in human milk. Therefore, pregnant
or nursing mothers may not take part in this study.

No formal drug interaction studies between pedfilgrastim and other drugs have
been performed. Drugs such as lithium may potentiate the release of
neutrophils; patients receiving lithium and pedfilgrastim should have more
frequent monitoring of neutrophil counts.

The maximum amount of pedfilgrastim that can be safely administered in single
or multiple doses has not been determined. Single doses of 300 mcg/kg have
been administered SC to 8 normal volunteers and 3 patients with non-small cell
lung cancer without serious adverse effects. These subjects experienced a
mean maximum ANC of 55 x 10%L, with a corresponding mean maximum WE
of 67 x 10%L. The absolute maximum ANC observed was 96 x 10°/L w. 1 «
corresponding absolute maximum WBC observed of 120 x 10%/L. The ‘'ura on
of leukocytosis ranged from 6 to 13 days. Leukapheresis shoul” .2 ns. ‘= 2d
in the management of symptomatic individuals.

For prescribing information and a comprehens"'e st of adv rse events
associated with pegdfilgrastim, refer to the drug p- .<age . zert.

PHARMACOLOGY

Pedfilgrastim (Neulasta™) is = ..ea - ..orle 5, sterile liquid. it supplied as a
preservative-free solution cc 'tair’yg mg (0.6 mL) of pr filgras m (10 mg/mL
in a single-dose syringe witl « 27 ge uge, 1/2 inc- ne .« » wit' - . UltraSafe
Needle Guard. T' _ 0. wlatio. = .u mg pedfilgre itin ‘PEC -meHuG-CSF) per
mL of soluti= co ‘ainit = acetate (0.35 m ,, . . *fol 30 mg), polysorbate 20
(0.02 mg), and so. um 0.02 mg) ir we er fc in) > on, USP, pH 4.0. Each
disp7 .« g, -kKcom .us 1 prefillec .yringt

> ‘rage ar | Sability: Peg 'g@ « 'm shau | ue stored refrigerated at 2 to 8°C (36
to. 3¢, oyringes shc 'd bu kept 1 their carton to protect from light until time of
us’  Shaking sh~uld s avo Jded. oefore injection, pedfilgrastim may be allowed
w reach room 2n. eratt = fcr a maximum of 48 hours but should be protected
from light. Peg ‘gre tim luit at room temperature for more than 48 hours should
be discarded. . = zing should be avoided; however, if accidentally frozen,
pedfilgrastim should be allowed to thaw in the refrigerator before administration.

If frozen a second time, pegfilgrastim should be discarded.

Administration: No preparation is required for administration of pegfilgrastim.
Each subject will receive a fixed dose of 6 mg of pedfilgrastim. The entire
contents of the 0.6 mL prefilled syringe should be administered subcutaneously
irrespective of the subject’s actual weight.

Supplier: Pegfilgrastim is commercially available and should be purchased by a
third party. This drug will not be supplied by the NCI. However, Amgen, the
manufacturer of Neulasta™ provides reimbursement/product support through its
Clinical Trial Product Access program (see Appendix 19.6 for more details).
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3.6  Trimethoprim Sulfa (Bactrim®)

a. DESCRIPTION
Chemistry:  Trimethoprim-sulfa is an anti-bacterial compound which is a
combination of a pyrimidine (trimethoprim) together with a sulfanilamide
(sulfamethoxazole).

b. TOXICOLOGY
Human Toxicity: Human toxicity includes myelosuppression, allergic reactions
including erythema multiforme, Stevens-Johnson syndrome, and other
dermatitis, mucositis, nausea, vomiting, abdominal pain, hepatitis, headache,
mental depression, convulsions, drug fever, chills and toxic nephrosis.
For prescribing information and a comprehensive list of adverse events
associated with trimethoprim-sulfa, refer to the drug package insert.

C. PHARMACOLOGY
Microbiology: Sulfamethoxazole inhibits bacterial synthesis of dihydrofolic ac b,
competing with para-aminobenzoic acid. Trimethoprim blocks the pro. 'ctic ot
tetrahydrofolic acid and dihydrofolic acid by binding and rever-'b. in. i g
dihydrofolate reductase. Thus two consecutive steps in t- iosy. ‘hes. of
nucleic acids essential to many bacteria are inhibited.
Human Pharmacology: This drug is rapi©’, akt arbe  foliowing oral
administration. Blood levels of each comp~ es 27 sil, '~ .0 those achieved
when each is given alone. Peak blood I els nc. 'r or~ to four hours after oral
administration. Both drugs are pr- _nt 1. .. blc . as free, conjugated, and
protein bound forms. Free for 1s 're :or. ‘dered to be the &, “utically active
drug. Excretion of the corn ound ic ~hiefly vy the kidn vs uiro gh glomerular
filtration and tubular secretiol
Formulation: T& '‘ets conta..ig 80 r_ t me oprih and 400 mg
sulfamethr- .zole ¢ d sL pension contair n, 4C mg »f imethoprim and 200 mg
sulfar~tho. »= .¢ p. = _aspoon ar~ uva able DS (double strength) tablets
con dnina 1. Y m~ rimethoprin ana 3~ m_ su .nethoxazole are white notched

hle._.
Ad inisuation: PO.
supplier: Trir the rim . fa.nethoxazole is commercially available and should
be purchased tt. ~uc  a third party. This drug will NOT be supplied by the NCI.
5. Trastuzumab (recombinant humanized HER2 antibody, Herceptin®) (NSC-688097)
a. DESCRIPTION

Trastuzumab is a monoclonal immunoglobulin G1 kappa antibody that acts as a
mediator of antibody-dependent cellular cytotoxic (ADCC) agent through its high
affinity, high specificity binding to extracellular domain of HER2 Receptor. HER2
is a proto-oncogene that encodes a transmembrane receptor protein that is
structurally related to the epidermal growth factor receptor.
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TOXICOLOGY

Comprehensive Adverse Events and Potential
Trastuzumab (NSC #688097)

Risks List (CAEPR) for

The Comprehensive Adverse Event and Potential Risks list (CAEPR) provides a
single list of reported and/or potential adverse events (AE) associated with an
agent using a uniform presentation of events by body system. In addition to the
comprehensive list, a subset, the Specific Protocol Exceptions to Expedited
Reporting (SPEER), appears in a separate column and is identified with bold
and italicized text. This subset of AEs (SPEER) is a list of events that are
protocol specific exceptions to expedited reporting to NCI via ADEERS (except
as noted below). Refer to the 'CTEP, NCI Guidelines: Adverse Event Reporting
Requirements'

http://ctep.cancer.gov/protocolDevelopment/electronic _applications/docs/aequide
lines.pdf for further clarification.

NOTE: Report AEs on the SPEER ONLY IF they exceed the grade noted in
parentheses next to the AE in the SPEER. If this CAEPR is part of a
combination protocol using multiple investigational agents and has an AE li<te
on different SPEERS, use the lower of the grades to determine if expet ec
reporting is required.

Version 2.2 Septe. ber. Y, 20.1"

Specific . -otocol
L cept nsto Expedited
reporting
(SPEER)

Adverse Events with Possible
Relationship to Trastuzumab I
(CTCAE 4.0 Term)

(former’ «i wn as ASAEL)

Likely (>20%) Léssz()'(';S | Ra ?E:ta (Z)erlous
BLOOD AND LYMPL TIC . ‘STEM _iSORDERS
—ml Kiia __ A emia (Gr. 3)
Feb.

~ stropenia®

~_Dinc D OF.UERS W A

Cardi ~disc ders
- Oth |
(v rdion. opa 1y)

el rentri dlar
st lic
dysrunction

Left ventricular systolic
dysfunction (Gr. 2)

Pericardial
effusion

Pericarditis

Sinus tachycardia Sinus tachycardia (Gr. 3)

Supraventricular
tachycardia

GASTROINTESTINAL DISORDERS

Abdominal pain [Abdominal pain (Gr. 3)

Diarrhea IDiarrhea (Gr. 3)
Mucositis oral IMucositis oral (Gr. 3)
Nausea INausea (Gr. 3)
Vomiting |Vomiting (Gr. 3)
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GENERAL DISORDERS AND ADMINISTRATION SITE
CONDITIONS

Chills IChills (Gr. 3)
Fatigue IFatigue (Gr. 3)
Fever IFever (Gr. 3)

Flu like symptoms

|Flu like symptoms (Gr. 3)

Infusion related

Infusion related reaction

reaction (Gr. 2)

Non-cardiac chest |Non-cardiac chest pain (Gr.
pain 3)

Pain JPain (Gr. 3)

IMMUNE SYSTEM DISORDERS

Allergic reaction®

Anaphylaxis
INFECTIONS AND INFESTATIONS
| Infection” | Jinfection” (Gr. 3)
INVESTIGATIONS
Alkaline Alkaline phosphatase
phosphatase fincreased (Gr. 3) .
increased A B
Aspartate Aspartate
aminotransferase aminotran<” .as
increased fincrease . *. 3)
GGT increased G’ . n.creas ! (Gr. )
Neutrophil count N itrophil cou .t
decreased? de eas' % (Gr.3)
METABOLISM AND NUTRITION DISORDERS
| Anorexia | atorexia (Gr. 3)
MUSCULOSKELETAL AND CONNECTI =T'SL °
DISORDERS N
Arthralgia : Art . Algia( r.?)
B~ | "in | Rack, iin, ..3)
| E nepz Y a L ‘ne p.in (Gr. 3)
My 'gia Vo algia (Gr. 3)

NEOP' . 1S _wIGN,. .ALIGNANT Al . UNSi ECI' F~
(INCL “VeT™S £ ‘D~ LLYPS)

Tumor pair. t_t_ |

Tumor pain (Gr. 3)

INER Ou_ LYSTEMDIS! RDE: S

liaac ac 2

JHeadache (Gr. 3)

Pe mhere
en ory
|| ~ opathy

RESPIRATORY, THORACIC AND MEDIASTINAL
DISORDERS

Adult respiratory
distress syndrome®

Allergic rhinitis

Allergic rhinitis (Gr. 3)

Bronchospasm?®
Cough ICough (Gr. 3)
Dyspnea’ IDyspnea3 (Gr. 2)
Hypoxia® [Hypoxia® (Gr. 2)

Pneumonitis®

Pulmonary edema

Pulmonary fibrosis
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SKIN AND SUBCUTANEOUS TISSUE DISORDERS I
Rash acneiform IRash acneiform (Gr. 3)
Rash maculo- Rash maculo-papular (Gr.
papular 3)
Urticaria IUrticaria(Gr. 3)

VASCULAR DISORDERS

Hypertension®

Hypotension®

This table will be updated as the toxicity profile of the agent is revised.
Updates will be distributed to all Principal Investigators at the time of
revision. The current version can be obtained by contacting
PIO@CTEP.NCI.NIH.GOV. Your name, the name of the investigator, the
protocol and the agent should be included in the e-mail.

Fatal event when given in combination with Xeloda® (capecitabine) and
Taxotere® (docetaxel).

Severe hypersensitivity reactions including angioedema and pulmonary
adverse events (e.g., hypoxia, dyspnea, pulmonary infiltrates, pleural
effusion, and acute respiratory distress syndrome) have been reported.
Infection may include any of the 75 sites of infection under the INFECTION
AND INFESTATIONS SOC.

Associated with infusion reactions.

Also reported on trastuzumab trials but with the r 'atior “hip .o
trastuzumab still undetermined:

CARDIAC DISORDERS - Acute coronary syr~ ume: » vial 1 yrillation; Cardiac
arrest; Myocardial infarction; Ventricular ik * .ua; + _..ricular fibrillation;
Ventricular tachycardia

EAR AND LABYRINTH DISORDE" - He. ng imp. .ared

ENDOCRINE DISORDERS - ' soti = _.disn

EYE DISORDERS - Blurred ‘'sior E, -aocular muscle pe »sis
GASTROINTESTINA!  DIS <DERS - Colitiss Dy . osia _nterocolitis;
Esophageal ulcer: _as. *is; Pa ~ aatis; Upper ge tr¢ testi. il hemorrhage
GENERAL ' _OR YERS¢ AND ADMINISTR. in N “IT. CONDITIONS - Sudden
death NOL

IMM* ... . oTEM OISORDERS - Irmu > system disorders - Other
faut '~ me ™ _ditis)

n ‘ESTIG TIUONS - Alain  aminntr 1sierase increased; Blood bilirubin

inc 'a. ., Cardiac tr Joni. | in ‘eased; Creatinine increased; Platelet count
de eased
wmcTABOLISV. ., ND  NU TRITION DISORDERS - Hypomagnhesemia,

Hyponatremia

MUSCULOSKEL "T .L AND CONNECTIVE TISSUE DISORDERS - Avascular
necrosis; Generalized muscle weakness; Muscle weakness left-sided; Muscle
weakness lower limb; Muscle weakness right-sided; Muscle weakness trunk;
Muscle weakness upper limb; Musculoskeletal and connective tissue disorder -
Other (myopathy)

NERVOUS SYSTEM DISORDERS - Ataxia; Cognitive disturbance; Depressed
level of consciousness; Dizziness; Hydrocephalus; Ischemia cerebrovascular;
Neuralgia; Seizure; Syncope

PSYCHIATRIC DISORDERS - Anxiety; Confusion; Depression; Psychosis
RENAL AND URINARY DISORDERS - Acute kidney injury; Hematuria;
Proteinuria; Urinary tract obstruction
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REPRODUCTIVE SYSTEM AND BREAST DISORDERS - Fallopian tube
obstruction; Prostatic obstruction; Spermatic cord obstruction; Uterine
obstruction; Vaginal obstruction

RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS - Apnea;
Laryngeal edema; Pharyngolaryngeal pain; Pleural effusion; Pneumothorax;
Pulmonary hypertension; Voice alteration

SKIN AND SUBCUTANEOUS TISSUE DISORDERS - Nail loss; Pruritus; Skin
ulceration

VASCULAR DISORDERS - Thromboembolic event

Note: Trastuzumab in combination with other agents could cause an
exacerbation of any adverse event currently known to be caused by the other
agent, or the combination may result in events never previously associated with
either agent.

Pregnancy and Lactation: Pregnancy category B. Placental transfer of
trastuzumab during early (Days 20 - 50 of gestation) and late (Days 120 - 150 of
gestation) fetal development was observed in monkeys. Studies in cynomolgus
monkeys using doses up to 25 times the weekly human maintenance dose of 2
mg/kg trastuzumab have revealed no evidence of impaired fertility or harm to tr

fetus. HER2 protein expression, however, is high in many embryonic tissue .,

study conducted in lactating cynomolgus monkeys at doses 25 times ti ~ we Xly
human maintenance dose of 2 mg/kg trastuzumab showed that *'a¢ zuL A is
secreted in milk. The presence of trastuzumab in the serum . nfan. mon. s
was not associated with any adverse effects on their grov”” ~rde\ lopn ntfrom
birth to 3 months of age. It is unknown whether tra uzumab I. excreted in
human milk, but human IgG is excreted in hu~ .1 m. . ani the potential for
absorption and harm to the infant is unknowr W m~ are - sed to discontinue
nursing during trastuzumab therapy anc or 6 . ontb~ after the last dose of
trastuzumab.

PHARMACOLOGY

Kinetics: In studie . ng a ar" 4 dose of 4 ny “g fc 2we . by a weekly
maintenance ~ysc of 2 'g/kg, « mean t;, <. . 8 'ay. was _bserved. Between
weeks 16 ..d 32, rear trough and pea .wea y-+ “t¢ concentrations were 79
mcg/~ " ~nu "o mcy .. In breast - ..cer ‘atie (s vith metastatic disease, short
duri 1on intre er~ .5 infusions “'emc * . te 1d _e-dependent pharmacokinetics.
. Sweun b'v volume of ¢istr _ tion is ¢ ) oximately that of serum volume (44
mi 9, T = dispositic® of -astu. 'ma. s not altered based on age or serum
cre tinine. Administre . 1 ol trastu._.umab with paclitaxel resulted in reduction in

_stuzumab ¢ e nce. Se im levels of trastuzumab in combination with
cisplatin, doxot hic. . or \ pirubicin plus cyclophosphamide did not suggest any
interactions.

Formulation: Trastuzumab is supplied as a lyophilized, sterile powder containing
440 mg trastuzumab per vial under vacuum. Each carton contains one vial of 440
mg trastuzumab and one 20 ml vial of bacteriostatic water for injection, USP,
1.1% benzyl alcohol.

Storage and Stability: Prior to reconstitution the vials should be stored at 2 - 8°C
(36 - 46°F). Each vial of trastuzumab should be reconstituted with 20 ml of BWFI,
USP, 1.1% benzyl alcohol preserved, as supplied (note that BWFI is supplied in a
30 ml vial). The resulting solution will contain trastuzumab 21 mg/ml and should
not be used more than 28 days beyond the date of reconstitution with
refrigeration. Do not freeze reconstituted trastuzumab. Diluted trastuzumab in
polyvinylchloride or polyethylene bags containing 0.9% NaCl maintains both
stability and sterility up to 24 hours refrigerated (2-8°C). Trastuzumab should not
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be administered or mixed with dextrose solution. For patients with known
hypersensitivity to benzyl alcohol, trastuzumab may be reconstituted with sterile
water for injection and must be used immediately. Note: Parenteral drug products
should be inspected visually for particulate matter and discoloration prior to
administration whenever solution and container permit.

Administration: Intravenous.

Supplier: Trastuzumab is commercially available and should be purchased by a
third party. Trastuzumab will not be supplied by the NCI.

STAGING CRITERIA, AJCC 6" Edition, 2002

DEFINITION OF TNM
Primary Tumor (T)

Definitions for classifying the primary tumor (T) are the same for clinical and for pathologic
classification. The telescoping method of classification can be applied. If the measurement is
made by physical examination, the examiner will use the major headings (T3, T4). If oth~
measurements, such as mammographic or pathologic, are used, the telescoped subsets ¢ T.
can be used.*
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Table 1. TNM Staging System for Breast Cancer

Primary tumor (T)
TX Primary tumor cannot be assessed
TO No evidence of primary tumor
Tis Carcinoma in situ
Tis (DCIS) Ductal carcinoma in situ
Tis (LCIS) Lobular carcinoma in situ
Tis (Paget) Paget’s disease of the nipple with no tumor
Note: Paget’s disease associated with a tumor is classified according to
the size of the tumor.
T1 Tumor 2 cm in greatest dimension
T2 Tumor > 2 cm but not > 5 cm in greatest dimension
T3 Tumor > 5 cm in greatest dimension
Regional lymph
nodes (pN)
NX Regional lymph node§ cannot be assessed (eg, previously removed or not
removed for pathologic study) .
oNO No re_gional Iymph node metastasis histologically, no additional |
examination for isolated tumor cells _
pNO(i-) No regional lymph node metastasis histologically, negative " AW
. No regional lymph node metastasis histologically, pocitve h noi = ]
PNO(i+) cluster > 0.2 mm
pNO(mol-) No regional lymph node metastasis histolor’ 4||)T| gativ._molecular
findings (RT-PCR)
pNO(mol+) Elr?drﬁggo?sjrlgg% node metastaris isto!ngi v - Jsitive molecular
Metastasis in one to thre uxille _,m_pr odes and/or in i en \I| mammary
pN1 nodes with microscopi. 1lis~ se »tected by sentinel mph nc .e dissection
but not clinical* appare,
pNla Metastasis ' one »three -\.nary lympbh -~ ~e | A
Met .asis it. "terr | mammary nod. s Lith nic sc pic disease detected
PN1b Svse ' .i0de dissect . but 1ot ¢ nirally apparent
S 1lyn 10 10t C y app
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Regional lymph
nodes (pN) (contd.)

pN1lc

Metastasis in one to three axillary lymph nodes and in internal mammary
lymph nodes with microscopic disease detected by sentinel lymph node
dissection but not clinically apparent

pN2

Metastasis in four to nine axillary lymph nodes, or in clinically apparent*
internal mammary lymph nodes in the absence of axillary lymph node
metastasis

pN2a

Metastasis in four to nine axillary lymph nodes (at least one tumor deposit >
2.0 mm)

pN2b

Metastasis in clinically apparent* internal mammary lymph nodes in the
absence of axillary lymph node metastasis

pN3

Metastasis in 10 or more axillary lymph nodes, or in infraclavicular lymph
nodes, or in clinically apparent ipsilateral internal mammary lymph nodes in
the presence of one or more positive axillary lymph nodes; or in more than
three axillary lymph nodes with clinically negative microscopic metastasis in
internal mammary lymph nodes; or in ipsitlateral supraclavicular lymph
nodes

pN3a

Metastasis in 10 or more axillary lymph nodes (at least one tumor deposit
>2.0 mm), or metastasis to the infraclavicular lymph nodes

pN3b

Metastasis in clinically apparent ipsilateral internal mammary b p. noc s
the presence of one or more positive axillary lymph nodes; . 1mo: tha.
three axillary lymph nodes and in internal mammary » 1 noc s witi
microscopic disease detected by sentinel lymph noc  dissection ut not
clinically apparent

Regional lymph
nodes (pN) (contd.)

pN3c Metastasis in ipsilateral supra aviciila, vmph noudes
MX Distant metastasis car- .. ne a. :ssed

MO No distant metastasis

M1 Distant met” .as

Eligible Stage Groupings:

Stage Groi'~'nq QN M
T T1% VAN W MO
A TO Nla MO

[ T. ) Nla MO
' T2 NO MO
- T2 Nla MO
T3 NO MO

A TO N2a MO
T1 N2a MO

T2 N2a MO

T3 Nla MO

T3 N2a MO

lnc T1-3 N3a (= 10 nodes) MO

*If tumor is considered high-risk by the treating investigator and is = 2 cm in greatest diameter
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5.0 ELIGIBILITY CRITERIA

Each of the criteria in the following section must be met in order for a patient to be considered eligible for
registration. Use the spaces provided to confirm a patient's eligibility. For each criterion requiring test
results and dates, please record this information on the S0221 Breast Cancer Prestudy Form (Form
#20608) and submit to the Data Operations Center in Seattle (see Section 14.0). Any potential eligibility
issues should be addressed to the Data Operations Center in Seattle at 206/652-2267 prior to
registration.

SWOG Patient No.

Patient's Initials (L, F, M)

5.1 Patients must be women or men with a histologically confirmed diagnosis of operable
Stage I, Il or lll invasive breast carcinoma with known estrogen or progesterone receptor
status (see Section 7.7b and c). Patients with T4 tumors are not eligible.

5.2 Patients with bilateral synchronous breast cancer diagnosed within 1 month of each other
are eligible if the higher TNM stage primary tumor meets the eligibility criteria for this trial

5.3 Patients must be high risk by meeting at least one of the following criteria (check ali he
apply):
a. Tumor = 2 cm in greatest diameter.

Size must be determined from the pathology specime .. Size is ~qual to the
maximum diameter of entire lesion, includino “uth « vasiv and intraductal
components. In the case of multi-focal tumer | ti » 1= jes. ~=".n with an invasive
component must be used to determine s <. If i » tur v is resected in pieces,
the pathologist must re-orient the tu~ _, fra_, cnts1  .ctermine maximum size.

Patients whose nodal statt s "NG * (no uwuster of tu nor cel . in any node
greater than 0.2 mm) will by _nside >d to be node-n- . tive, 7" must have
primary tumors 2?2 ... 1size. "h- ctumors=1 n ith h,_"Yrii .reatures asin
"b" below. Pa*=2n. regi. =red t. NCl-fundec .. ‘0. Wl s ntine. node studies (e.g.,
ACOSOG 0010, . 201" and NSABP Lt z.) i e 'io Je. Patients who are
node ~ga * _on1u vasis of a _atin:l nc ie brocedure may be entered

eve if faw "tk 4 6 axillar nol -. ‘e e . .noved; otherwise, at least 6
« Hlasy ¢ 1.rammary 107« must b. negative for a patient to be
Co 3i ~* unode nective

— b .anorzlcmi u mete an either:

(1) ER-negative nc 2gR-negative, or
(2) ER-positive or rgR-positive with a Genomic Health Recurrence Score of =
26.

C. One or more axillary or intramammary nodes are involved by metastatic breast
cancer. If one or more nodes is involved, a minimum of 6 axillary or
intramammary nodes must have been examined histologically. Patients with NO
(i+) disease will be considered to be node negative.
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SWOG Patient No.

Patient's Initials (L, F, M)

5.4 Patients with HER2-positive tumors (3+ by immunohistochemical staining or amplified by
fluorescence in-situ hybridization) are eligible. Such patients must be treated in
compliance with Section 7.8. The use of trastuzumab should be documented in the
treatment forms.

5.5 Patients must have had either a modified radical mastectomy or local excision of all
tumors plus an axillary lymph node dissection or sentinel node resection prior to
registration. Final resection margins for the primary tumor must be histologically negative
for invasive cancer and ductal carcinoma in situ. Patients with resection margins positive
for lobular carcinoma in-situ will be eligible. Patients must have at least 6 axillary or
intramammary lymph nodes sampled, with the exception of patients who have a sentinel
node procedure with all sampled nodes being uninvolved by malignancy.

5.6 Patients must be registered within 84 days from the final surgical procedure required to
adequately treat the primary tumor and/or axilla.

5.7 Patients must not have received prior cytotoxic chemotherapy for this breac car er.
Patients must not have had prior chemotherapy with an anthracycline, ar* re end 'ic e,
or a taxane for any condition.

5.8 Patients must not have received prior radiation therapy for 1e curren. malignancy,
except for partial breast irradiation (PBI) following lum~ _iom, PB must have been
completed at least 2 weeks prior to registration. 2a »r* wh " .ve received prior

radiation therapy for ductal carcinoma in situ are ugible | -ovid~d that radiation therapy
was completed at least 2 weeks prior to regi~ atiotr.

Note: Patients who have had segr .ntal me tectomy or other b’ »asi\ spi ing procedure
will be treated with radiotherapy acc. " .ig to ‘andard procedur . fter ¢ ,»letion of all
chemotherapy, unless tre ... with . 31 Participation n ISAL > B .9 is allowed.
Patients who have kd ~ mc ified 1udical mast .. m, m. 7 als. receive regional
radiotherapy after .omnrle. 'n ¢ all chemother.o,, € th «r scretion of the treating

physician.
5.9 Patie” . th wie « nical diagnosis of . ngestive hc art failure or active angina pectoris
are 10T ¢ ‘g '~ All patient mu t nav = a ...0GA, echocardiogram scan, or cardiac

cath. eriza >n performed wit' .. 42 lays |. ior to registration and LVEF % must be = to
the ins.  .onal lower lir «w €non al.

——— 5.10 1 atients must have a s ru creatinine and bilirubin < the institutional upper limit of
normal, an alkaline phospnatase < 2 x the institutional upper limits of normal, and an
SGOT or SGPT < 2 x the institutional upper limit of normal. These tests must have been
performed within 28 days prior to registration.
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SWOG Patient No.

Patient's Initials (L, F, M)

5.11 Patients must have an ANC of = 1,200/ul and a platelet count of = 100,000/ul. These
tests must have been performed within 28 days prior to registration.

— 512 Female patients of reproductive potential must have a negative pregnancy test
determined within 28 days prior to registration due to the possibility of fetal harm or of
harm to nursing infants from this treatment regimen. All patients of reproductive potential
must agree to use an effective contraceptive method during the entire period of drug
treatment.

— 5.13 No other prior malignancy is allowed except for the following: adequately treated basal
cell or squamous cell skin cancer, in situ cervical cancer, lobular carcinoma in-situ of the
breast (LCIS), or any other cancer from which the patient has been disease-free for 5
years. Patients with prior invasive breast cancer or ductal carcinoma in-situ (DCIS) are
eligible if they have been disease free for 5 years.

— 5,14  Patients must be of age 18 or greater.

5.15 Patients must have a performance status of 0 — 2 by Zubrod criteria (see Sectic: 0.7

—— 5.16 Patients known to be HIV positive are not eligible due to the fact tha* . > cor. yon. d
immune system of these patients and the possibility of early # 1 me con ‘romise
study objectives.

— 517 For patients who consent to the genetic poh o hi= . s = 2 submission, a
pretreatment sample of 17 mL of blood (one 10 1 red to, (ser''m] tube for banking and
7 mL purple top [EDTA] tube for DNA extrac* .is) 1. ..be < _.itted per Section 15.2.

—— 5.18 If Day 28, 42 or 84 falls on a week<c u or ho tay, the limit may | » exen ed to the next
working day.

In calculating days r” te ts ai | mea.drements, “ .. dc ‘' a =st ¢. measurement is
done is consider . Dav . Tt refore, if ates is di 1e n (Monday, the Monday
four weeks ' ~r . - .d be unsidered " .y 2t T s allows for efficient patient
scheduling vithrut xc~ Jding the gu'deli < _

— 519 Al tiente nt *' ~informed ¢ the nves. vatic..u nature of this study and must sign and
give ritter nformed consent . acc rdanc . with institutional and federal guidelines. All
patien.. .Jst sign an au “orize ‘on ‘or the release of protected Health Information in
cr” dance with instituv ‘na and 1. Jderal guidelines.

27 At the time of patient regisuation, the treating institution's name and ID number must be
provided to the Data Operations Center in Seattle in order to ensure that the current
(within 365 days) date of institutional review board approval for this study has been
entered into the data base.
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6.0 STRATIFICATION FACTORS

7.0

Balancing on patient characteristics will not be necessary due to the large sample size. Thus,
stratification factors are not applicable to this study. Originally patients were randomized to one
of four treatment arms. With the amended protocol, patients will be randomized with equal
probability to two arms.

TREATMENT PLAN

For treatment or dose modification related questions, please contact Dr. Budd at 216/444-6480
(e-mail:  buddg@ccf.org or S0221@ccf.org) or Dr. Moore at (216) 445-4624 (e-mail:
S0221@ccf.org).

7.1 Good Medical Practice

The following pre-study tests/assessments are recommended within 42 days prior to
registration in accordance with Good Medical Practice. Results of these tests do not
determine eligibility and minor deviations from normal limits would be acceptable if they
do not affect patient safety in the clinical judgment of the treating physician. If there a*
significant deviations in these tests/assessments that could impact patient safety, ' i
highly recommended that the registering investigator discuss the patient with © = S dy
Coordinator prior to registering. If an individual test is considered to be ur~ 3¢ ssc ‘. 1e
rationale for not conducting the test must be documeneted in the medi~ . =corn

It is recommended that the following tests be done to rule .« me 1stati disease:

a. Chest X-ray.

b. Bone scan if patient has symptr s “ b~ yey in.

C. CT scan of the abdomen if . func on tests (alkalinc | hospl af~se, AST, or
ALT) are elevated* .. ttacle rr _se.

d. CT scan = tthe c st 7 1d abdomen ar 1 a b ne ~c 1 are recommended in

patie~” at. -~ .usky ..arboring m- _stati © dis as~, such as patients with Stage
llld :eas=2 01 Mo with 10 orrare. v .. rde .volved by malignancy.

PEG 'LGF ,STIM SUPPORT

7.2 ARl S1A 'C ™ o2 WEEK "OXt RUB "IN . ..vD CYCLOPHOSPHAMIDE (AC) WITH
[

IO Z: ACCRUAL TO "Ht SE A\ MS CLOSED EFFECTIVE 11/10/10.

Patients randomized to treaument on Arms 1 and 3 will initially receive treatment with q 2
week AC with pedfilgrastim support. The g 2 week AC regimen consists of intravenous
administration of doxorubicin (Adriamycin) followed by IV cyclophosphamide (Cytoxan)
every 14 days with pegdfilgrastim support for 6 cycles, to be followed by treatment with
paclitaxel as described in Sections 7.5 or 7.6, below.

The regimen will be administered as described below for a total of six cycles; ideally,
therapy will be administered at the beginning of Weeks 1, 3, 5, 7, 9, and 11 of treatment.

ANC must be = 1,200/ul, platelet count = 100,000/pl, and all toxicity recovered to < Grade
1 at the time that treatment is due. If mucositis develops, recovery to < Grade 2 is
allowable.

Patients who relapse at any time will be removed from protocol treatment.
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7.3

Therapy will be administered on Day 1 for six 14-day cycles.

AGENT DOSE ROUTE DAY | INTERVAL
Doxorubicin* 60 mg/m° IV, bolus, 1 Every 14 days x 6
careful
intrave-
nous
injection
Cyclophosphamide** | 600 mg/m® IV, rapid 1 Every 14 days x 6
intravenous
infusion
Pedfilgrastim 6 mg (regardless | Sub Q 2 Every 14 days x 6
of BSA)
Paclitaxel See Section 7.5 See Section | To begin 14 days following
or7.6 750r7.6 the last cycle of AC

*  Doxorubicin should be administered into a vein with secure IV access.
**  All patients should be instructed on the importance of vigorous hydration (drinking 8 -
10 glasses of water daily) during cyclophosphamide therapy.

ARMS 2 AND 4: WEEKLY DOXORUBICIN WITH DAILY ORAL
CYCLOPHOSPHAMIDE AND FILGRASTIM (AC+G)

NOTE: ACCRUAL TO THESE ARMS CLOSED EFFECTIVE 11/10/10.

With this closure, the following recommendation was offered for pati- s vhe v re
already receiving treatment on these Arms:

Patients receiving treatment on Arms 2 and 4 may be tr¢ isitioned . q 2 week
AC+pedfilgrastim at the discretion of the investigator a» e atien  This should be
done in such a manner that, unless toxicity mandat-s « e~ ise, ~" _.atients receive at
least 240 mg/m® of doxorubicin and no patiei receiv s mrre than 360 mg/m® of
doxorubicin. A suggested course is to disce” .wue - .amer. .1 AC+G and monitor blood
counts weekly. Upon recovery to an #NC > “ 20c mcL platelet coi . 100,000/mcL,
and resolution of non-hematologic * aicitv tu Grade J-2, patient muy | :gin treatment
with AC+pedfilgrastim, using comr. > ..al p. Yfilgrastim. The umbe ~f cycles of
AC+filgrastim should be s'* . “at the afi~ . receives a ¢ n. 'ative 1os ot doxorubicin
between 240 and 360 g ** of « orub win.

Patients randomiz. 1 tr rec m~ con Arms 2 an. 4 w ., ini.. .y receive treatment with
"continuous” A.+G.  The v.cekly AC +  regiiien - .sists of weekly intravenous
administratic ¢ * uubicin fAd 'my. 1) ad daily oral administration of
cycl: snos, hamide Cytoxan). Sui cu.a cous fi! rastim (FILGRASTIM) is administered
evei day, Xccptthe day ol ntra 'enol ° chemotherapy administration. Treatment
will L o .n weekly - 12 v ~ek: to be followed by treatment with paclitaxel as
describeu in Sections 7 5¢ 7.6, « Mow..

1.eally, therapy will be g1 ~n it the beginning of Weeks 1, 2, 3, 4,5, 6,7, 8,9, 10, 11, 12,
13, 14, and 15, with the final dose of oral cyclophosphamide being administered on Day
7 of Week 15.

ANC must be = 1,200/ul, platelet count = 100,000/pl, and all toxicity recovered to < Grade
1 on Day 1 of each weekly treatment, when intravenous doxorubicin is due. If mucositis
develops recovery to < Grade 2 is allowable. Please see Section 8.0 for complete
retreatment and dose-modification guidelines.

Patients who relapse at any time will be removed from protocol treatment.

Note: If oral cyclophosphamide is not available, the SWOG Operations Office should be
contacted to determine whether an alternative supply of drug is available. If no oral
cyclophosphamide can be Qrocured, patients may be treated with intravenous
cyclophosphamide (300 mg/m“) on the same days as intravenous doxorubicin. Dose
modifications as described in Section 8.3 will be followed for intravenous as well as oral
cyclophosphamide.
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7.4

Amended 11/12/10

Therapy will be administered for 15 weekly courses.

AGENT DOSE ROUTE DAY INTERVAL
Doxorubicin 24 mg/m’® IV, bolus 1 Weekly x 15
weeks
Cyclophosphamide* 60 mg/m® PO Daily Continuously for
15 weeks
Filgrastim** 5 mcg/kg*** | Sub Q 2-7 Weekly x 15
weeks
Prophylactic 1 double- PO 4and | Weekly x 15
Trimethoprim Sulfa*** | strength 5 weeks
tablet bid
Paclitaxel See Section See Section To begin 14 days following
7.50r7.6 7.50r7.6 the last dose of
cyclophosphamide

* Rounded to the nearest 25 mg dose. All patients should be instructed on the
importance of vigorous hydration (drinking 8 - 10 glasses of water daily) during
cyclophosphamide therapy. If oral cyclophosphamide is unavailable, see note abno
(Section 7.3, page 28).

**  Beqin 24 hours after the administration of doxorubicin. Rounded to the nca, - of 00
or 480 pg. NOTE: In the event of a WBC > 50,000/ul or significant» ..e ain 1 a
WBC > 20,000/ul, the dose of FILGRASTIM will be reduced by oL 5. E -aus a
rapid onset of neutropenia is observed when FILGR/ .. 4 is held n this
circumstance, FILGRASTIM should be dose-reduced rat er 1an held.

*** For patients who are allergic to Jimeti orir sulfa, oral
trimethoprim/sulfamethoxazole desensitization  cntc ¥ .ine, u. .0 prophylaxis may
be administered at the discretion of the tre~*in_ ohsici 1 (= 2 Appendix 19.3).

NOTE: To order filgrastim (FILGRAS™ .i) 1. = _der ® receiving AC+ 0. Arms 2 and 4
of this study, please refer to the ora “ine Msu 'ctions in Section : 3c anc he drug order
form in Appendix 19.1.

PEGFILGRASTIM ‘UPTOF "F" R4 CYCLES

~

Patients rar, ~~" ~d > * _atmenton A 1s5 .iw 3 Jill ..utially receive treatment with q 2
wee' AL cith peg grastim suppor " t. g 2 we :k AC regimen consists of intravenous
adn istrav n . oxorubicin ( driai wcin  followed by IV cyclophosphamide (Cytoxan®)
eveny 14 ¢ ys with peof'ara: 1. su, port 1ur 4 cycles, to be followed by treatment with
oaclitaxc: as described 1L ctior. 7.0 or 7.6, below.

Tne regimen will be adn. i< ered as described below for a total of four cycles; ideally,
therapy will be administered at the beginning of Weeks 1, 3, 5, and 7 of treatment.

ANC must be = 1,200/mcL, platelet count = 100,000/mcL, and all toxicity recovered to <
Grade 1 at the time that treatment is due. If mucositis develops, recovery to < Grade 2 is
allowable.

Patients who relapse at any time will be removed from protocol treatment.
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Therapy will be administered on Day 1 for four 14-day cycles.

AGENT DOSE ROUTE DAY INTERVAL

Doxorubicin* 60 mg/m” IV, bolus, 1 Every 14 days x 4
careful intrave-
nous injection

Cyclophosphamide** 600 mg/m’ IV, rapid 1 Every 14 days x 4
intravenous
infusion
Pedfilgrastim 6 mg SubQ 2 Every 14 days x 4
(regardless
of BSA)
Paclitaxel See Section | See Section To begin 14 days following
7.50r7.6 7.50r7.6 the last cycle of AC

*  Doxorubicin should be administered into a vein with secure IV access.
**  All patients should be instructed on the importance of vigorous hydration (drinking 8 -
10 glasses of water daily) during cyclophosphamide therapy.

ARMS 1, 2 AND 5: PACLITAXEL GIVEN QO 2 WEEKS X 6 (12 WEEK Y W TH
PEGFILGRASTIM

After completion or removal from q 2 week AC OR AC-~ therc y: 1latients
randomized to treatment on Arms 1 and 2 will receive chen itherapy v. *h paclitaxel
administered every 2 weeks with pegfilgrastim support.

For patients randomized to Arm 1 or Arm 5: (reatm 1t wi*h paclitaxel will begin 2
weeks following the final dose of intravenous .uxor ' uinai * _yclophosphamide.

For patients randomized to Arm . Tre ‘ment with paclita: 2l vall * 2gin 2 weeks
following the final dose of oral cyclop. - pnam. =. Itis reconnize : Mat p: ie~ts receiving
AC+G will begin treatmert ... vaclitc el ' .er relative to nc. onse of t _rapy than will
patients randomized t~ ‘re ‘men with ccaventional A ..

Treatment wi" " ~gn - .vay _..eachof 6~ .ies ftre tr=nt, with a cycle consisting of
2 weeks. Ic qalhv tre ‘m~ _will be givinor V' _ ke 1, |, 9,7,9and 11 of the paclitaxel
phas: .. ~e swuy

ANC nust 2 2=1,200/ul, plate . cout = 14 ),000/ul, and all toxicity recovered to < Grade
1atthe " ..ethattreatn :. ‘s du.

i atients who progress *éa ytime will be removed from protocol treatment.
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7.6

Therapy will be administered on Day 1 for six 14-day cycles.

S0221
Page 30
Amended 11/12/10

AGENT DOSE ROUTE DAYS | INTERVAL

Dexamethasone 20 mg IV or po 1 30 minutes prior to
paclitaxel every 2
weeks x 6

Diphenhydramine 25-50mg v 1 30 minutes prior to
paclitaxel every 2
weeks x 6

Famotidine (or 20 mg v 1 30 minutes prior to

equivalent H2 blocker) paclitaxel every 2
weeks x 6

Paclitaxel 175 mg/m’ IV over 3 1 Every 14 days x 6

hrs
Pedfilgrastim 6 mg SubQ 2 Every 14 days x 6
(regardless
of BSA)

ARMS 3, 4 AND 6: WEEKLY PACLITAXEL X 12 WEEKS

After completion or removal from Q 2 week AC OR AC+G theray
randomized to treatment on Arms 3 and 4 will receive chemother~

administered weekly.

, Wwith

ach.

tie ts

]

For patients randomized to Arm 3 or Arm 6: Treatm~ . w. Y pac'*axen will begin 2
weeks following the final dose of intravenous doxorubi<ii and “yc. nhr phamide.

For patients randomized to Arm 4: Tree*ne t w*h ac" el will begin 2 weeks

following the final dose of oral cyclophosph
AC+G will begin treatment with paclit- <l le -
patients randomized to treatment wiv cor en. nal AC.

Treatment will be given or -
)

be given on Weeks 1
study.

ANC mustk : 2100 ‘ul r' telet count> 10t °~~'ui an
al. .entis due.

1attk

e La b

Pati 1ts w o0 piugress at an

Therapy will be admir stv ed 0. De /1 weekly x 12.

iide.

ay Ofea 7" .2 weeksoftr ati »nt. .
4,5 5,7,¢&,9,10, 117 w

"

. 'S recogynized that »atients receiving

elal. = to the onset t1 ‘rapy than will

eal ,, treatment will
‘2 f t » pacataxel phase of the

_al toxicity recovered to < Grade

time will L > removed from protocol treatment.

AGENT ~ DOSE ROUTE DAYS | INTERVAL
Dexamethasone 10 mg IV or po 1 30 minutes prior to
paclitaxel weekly x 12
Diphenhydramine 25-50mg v 1 30 minutes prior to
paclitaxel weekly x 12
Famotidine (or 20 mg v 1 30 minutes prior to
equivalent H2 blocker) paclitaxel weekly x 12
Paclitaxel 80 mg/m* | IV over 1 hr 1 Weekly x 12
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ARMS 1 - 6: HORMONAL THERAPY FOR ER+ or PR+ PATIENTS AFTER

COMPLETION OF CHEMOTHERAPY

a.

Hormonal therapy will be given to patients whose tumors are estrogen receptor
positive or progesterone receptor positive as defined in Section 7.7b. Hormonal
therapy will begin within 1-28 days of completing adjuvant chemotherapy or, at
the discretion of the investigator, within 1 - 28 days of the completion of radiation
therapy, if given.

Definition of ER and PR "positive"

In general, the institutional definition of "positive" will be used for the estrogen
and progesterone receptor assays. However, any tumor with =2 10% ER or PR
positive cells will be classified as receptor positive, regardless of institutional
definition. Borderline results should be considered positive.

ER-negative/PR-negative tumors

Patients with tumors that are both ER-negative and PR-negative will receive no
adjuvant hormonal therapy.

ER-positive or PR-positive tumors in pre-menopausal women

Pre-menopausal women will be those who have had a menstrual g ric * wiin

one year prior to study entry. Acceptable hormonal therapies .al v =lu.. e
following:

1. Tamoxifen 20 mg/day x 5 years, or

2. Medical or surgical ovarian ablation + ta, 2xif 1 x ~ve s,

3. Medical or surgical ovarian ak'ath 1 + an re~ _iase inhibitor x 5 years

will be allowed.

NOTE: Standard medical ¢ ation n v incluue goserelir ‘Zo.ade ) for 5 years
at a dose of 3.6 mg subcutar  usly n. nthly (or at 2 dos : “eces a~ to produce
post-menopausal © .. ‘ol lewv. 3)

ER-positive . PR-, sitiv  tumors in post- nc 10} w. v rmen

Post ....ioL .sal wo .en will be th .e whe hay ' .d no menses for at least one
vea. ' oy 7' entry unless ey ave Y en pregnant within one year of study
€. Y. In der to be con:'dc ¢ ' patier 5 who are less than age 60 and who
ha »u. crgone hyste >ctoi 'y wiv Hut uateral oophorectomy must have an FSH
wit .n the institut~na’ .c ge or pos--menopausal. Patients who have undergone
nysterectomy 1a vho re 1ge 60 or greater can be assigned to be post-
menopausal. F tie. 's acuieving the above definition of post-menopausal while
receiving chemo. ~ .py will NOT be considered to be post-menopausal, based
upon their menstrual function prior to the initiation of chemotherapy and
consistent with the eligibility criteria for the adjuvant studies of aromatase
inhibitors. Acceptable hormonal therapies for post-menopausal patients will be:

1. Tamoxifen 20 mg/day x 5 years, or

2. An aromatase-inhibitor x 5 years (e.g., anastrozole 1 mg/day x 5 years),
or

3. Post-menopausal women completing 5 years of adjuvant hormonal

therapy may receive an additional 5 years of extended adjuvant therapy
with an aromatase inhibitor at the discretion of the investigator.
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ER-positive or PR-positive tumors in male patients

Tamoxifen 20 mg/day x 5 years

USE OF TRASTUZUMAB IN HER-2 POSITIVE CASES

a.

e.

Trastuzumab (Herceptin) can be used in S0221 in breast tumors which either
show 3+ immunohistochemical staining or which are amplified by fluorescence
in-situ hybridization. Testing should be performed in an established, high-volume
laboratory using the manufacturer’s or published definitions of overexpression or
amplification.

Trastuzumab should NOT be given during the doxorubicin/cyclophosphamide
phase of therapy because of the risk of cardiac toxicity.

Trastuzumab may be given either concurrently with the paclitaxel phase of
therapy on any of the arms or sequentially, following within 3 months of the last
dose of paclitaxel.

Trastuzumab may be given either weekly (with a loading dose of 4 nm /k_
followed by 2 mg/kg weekly) or every 3 weeks (with a loading dose ¢* ] m, 'kg
followed by 6 mg/kg every 3 weeks), or a combination of these sck2t lec 2t 1e
discretion of the investigator.

Trastuzumab should be given for a total of 52 weeks.

Post-Treatment Follow-Up:

a.

C.

A history, physical examination, »~ . pe ¢ .nan - swatus evaluation will be
performed every 6 months for th21. st 5 vec s and then annu- ., for 15 years or
until death, whichever occur .rst. b uents i .ay be seer mo.2 fi quently at the
discretion of the investigator.

Additional studies 1 inv. ‘tigate .id documer 1s =cu 1dis. ase recurrence will
be perforr- 4 as « nica / indicated anc ti 2 r su. ~ r ited on the appropriate
form. Top. - afirn " _aof recurre” 2 is *ncc raneu.

“otie...o w M1 Laaining breast . sue will 1 ergo annual mammography.

Critv iafor Removal from Ar . \C+ 5 Pro. col Treatment:

A

Breast canceri1 <u nce.

Delay of treatmenu .or more than 3 weeks.

Unacceptable toxicity.

Completion of planned treatment.

The patient may withdraw from the study at any time for any reason.

The patient may go on to paclitaxel treatment after removal from AC/AC+G.

7

bl el
Aitur e
Enlal Lwrnad



Amended 12/13/04 Revised 9/3/10 S0221
Amended 10/7/05 Page 33

8.0

7.11

7.12

7.13

7.14

7.15

Criteria for Removal from Paclitaxel q 2 weeks/weekly Paclitaxel Protocol
Treatment:

a. Breast cancer recurrence.

b. Delay of treatment for more than 3 weeks.

C. Unacceptable toxicity.

d. Completion of planned treatment.

e. The patient may withdraw from the study at any time for any reason.

Criteria for Removal from Hormonal Therapy:

a. Breast cancer recurrence.

b. Unacceptable toxicity.

C. Completion of planned treatment.

d. The patient may withdraw from the study at any time for any reason.

e. Patients intolerant of a particular hormonal manipulation may be Wi heu 2 an
alternative therapy described in Section 7.7 at the discretion of .1 inve. ‘gatc.

All reasons for discontinuation of treatment must be doc''me ted clearly on the Off-
Treatment Notice (Form #61571).

All patients will be followed for 15 years or until 4e *h, »hic eve Jccurs first.

Doses will be calculated on the basic . a. * oot weight consist 1t ‘ith Southwest
Oncology Group Policy #38, Dosing “rir-ipl * for Patients on C nical T als (10/2001),
available at the Southv. ot _ncology Gr o, ro_site at
http://lwww.swog.org/Visit~ _ire ties.a. » .any standard r 'm. yram or cadlculating Body
Surface Area will be = _er “ble.

TOXICITIES TO BE 4°*"TC *F_AND DOSA E N " 'C AT.UNS

8.1

Twc diffe. '\n. crsions of ne | CI C mmun Terminology Criteria for Adverse
Ever. = (C° CAE) will be 1se 1 th s stuuy.

Serious Advers. Ev. 1t (S/1E) reporting

The CTCAE (NCI Common Terminology Criteria for Adverse Events) Version 4.0
will be utilized for SAE reporting only. The CTCAE Version 4.0 is identified and
located at the CTEP website at
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm. Al
appropriate treatment areas should have access to a copy of the CTCAE Active
Version 4.0.

b. Routine toxicity reporting

This study will utilize the CTCAE Version 3.0 for routine toxicity reporting. A copy
of the CTCAE Version 3.0 can be downloaded from the CTEP home page
(http://ctep.cancer.gov). All appropriate treatment areas should have access to a
copy of the CTCAE Version 3.0.
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ARMS 1, 3. 5 AND 6: TOXICITIES AND DOSE MODIFICATIONS FOR Q 2 WEEK
DOXORUBICIN AND CYCLOPHOSPHAMIDE (AC) WITH PEGFILGRASTIM

If a patient develops multiple toxicities included in the list below, delay treatment or
modify dose based on the greatest indicated dose reduction. Dose re-escalations are
not allowed after dose reductions.
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a. ARMS 1, 3, 5 AND 6 (AC): HEMATOLOGIC TOXICITIES
Toxicity Treatment Modification
ANC < Hold both doxorubicin and cyclophosphamide until ANC = 1,200/ul. Repeat counts at
1,200/ul on least weekly. Resume (with PEGFILGRASTIM 6 mg SQ Day 2) when counts have
Day 1 of a recovered, according to the following guidelines:

treatment cycle . . - .
IF ANC recovers to = 1,200/ul in < 1 week, give both doxorubicin and cyclophosphamide

at current dose.

IF ANC recovers to = 1,200/ul after 1 - 3 weeks, give both doxorubicin and
cyclophosphamide at 20% dose reductions for subsequent cycles.

IF ANC < 1,200/l after_the 3-week delay, remove patient from AC treatment, but
proceed to paclitaxel therapy as randomized and continue to follow the patient on study.

Platelets Hold both doxorubicin and cyclophosphamide until platelets are = 100,000/pl.
<100,000/plon
Day 1 of a IF platelets recover to = 100,000/ul in < 1 week, give both doxorubicin a: |

treatment cycle | cyclophosphamide at current dose.

IF platelets recover to = 100,000/pl after 1 - 3 weeks, give both ~»x ubi.. > nd
cyclophosphamide at 20% dose reductions for subsequent cycles.

IF the platelet count fails to recover to = 100,000/pl within 3 veexs, ren ve the patient
from AC treatment, but proceed to paclitaxel therapv . ra Jdomiz~1 ar.u continue to
follow the patient on study.

See below for dose modifications for Grad~ 3 thr=mb yt~ _nia.

Febrile Continue to give all remaining cycles* .1 PEG. _GRAS ..M support. At the discretion of
Neutropenia* the investigator, subsequent ~ .cs . -~ oe . ‘en at either 1) ull loses, but with
Grade 3 prophylactic ciprofloxacin 500 1g r bic r an alternative proy lactic : 1tibiotic regimen
at the choice of the investigatt or 2) a 20% dose re " atic 1 ° botl -~ .orubicin and
cyclophosphamidc  cithe  with o, " .out prophylactic nt atics, If « second episode

occurs, both  _xor. vicin « d cyclophospharridc win be edu ed by 20% (based on the
current do. ) wk nc =2m° aerapyis res'mec ‘nall ubse  atcycles. If a third episode

occ 5, en .e the [ adent from Au theray ¢ br Jceed to paclitaxel therapy as
rar. == & ¥ _itinue to follv *he | aer 0 stuuay.
Grade 3-4 , Coroporiat  supportive care w.. . » ins*tr .d. The doses of both doxorubicin and
thrombocytc Cy 'Op..-ophamide will > rec 'ced L 20% (based on the current dose) for subsequent
pen o es. If the ~~iso 2 epresents a recurrence of Grade 3 - 4 thrombocytopenia

experienced du ng \C th -apy, the doses of both doxorubicin and cyclophosphamide
will be reduced . ' ar. dditivnal 20% (based on the current dose) for subsequent cycles.
If a third episode - .rs, remove the patient from AC therapy but proceed to paclitaxel
| therapy as randomized and continue to follow the patient on study.

*Febrile neutropenia is defined as a fever = 38.5°C in the presence of neutropenia (ANC < 1,000/ul).

1. There will be no dose modifications for lymphopenia.

2.  There will be no dose modifications for Grade 2 - 4 anemia. Transfusions will be given as clinically
indicated.
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b. ARMS 1, 3, 5 AND 6 (AC): OTHER TOXICITIES

Toxicity Treatment Modification

Gl — Nausea/Vomiting | Hold both doxorubicin and cyclophosphamide until toxicity has resolved to Grade 0-1.

Grade 2 -4 When toxicities resolve to Grade 0-1, resume at the current dose. If Grade 2-4 nausea
or vomiting recur, resume treatment at a 20% dose reduction. If, after a three week
delay, the toxicity is not resolved to Grade 0-1, remove the patient from treatment with
AC, but proceed to treatment with paclitaxel as randomized and continue to follow the
patient on study.

Mucositis Provide supportive measures and hold doxorubicin and cyclophosphamide. Resume

Grade 3-4 at current dose when toxicity recovers to Grade 0-2. If the patient again experiences

mucositis Grade 3-4, reduce the doses of both doxorubicin and cyclophosphamide by
20%. If, after three week delay, the toxicity is not resolved remove the patient from the
AC portion of the protocol therapy, but proceed to treatment with paclitaxel as
randomized and continue to follow the patient on study.

Liver Function
Abnormalities Grade =
2 (e.g., Bilirubin > 1.5
X I[ULN or
SGOT/SGPT > 2.5 x

Consider investigation of the cause of the liver function abnormalities. Hold
chemotherapy until toxicity resolves to Grade 0-1. If delay longer than 3 weeks is
required, remove the patient from the AC portion of protocol therapy, but proceed to
treatment with paclitaxel as randomized and continue to follow the patient on study.

IULN)
Cardiac** Discontinue AC therapy and remove the patient from protocol treatment if the patier’
> Grade 3 has symptoms of CHF (e.g., dyspnea, tachycardia, cough, neck vein disten. n,

cardiomegaly, hepatomegaly, paroxysmal nocturnal dyspnea, orthopnea, r~riph. al
edema, etc.) and a diagnosis of CHF is confirmed or if the patient has . my rarc

infarction or a drop in LVEF to below the institutional limits of norm=" Tk ore. ° 2
of PACs or PVCs without cardiac dysfunction is not an indicatiol .o "op dc Jrubic ..
Acute dysrhythmias, which may occur during and shortly doxc bicin  fusion,

are not an indication to stop doxorubicin.

Hand-foot syndrome
Grade 3 - 4 (desqua-
mation, vesicle
formation or pain
which interferes with
walking ***)

Hold doxorubicin and cyclophosphamide for one we .. Re 1me a* ‘urrer.. dose in one
week if improved to Grade 0-1. Otherwise, re. ce c'fre  dos of doxorubicin by
20%. If, after three week delay, the toxicitv ™~ .oty - .ved ren...< the patient from the
AC portion of the protocol therapy b. proceec to * atment with paclitaxel as
randomized and continue to follow *" _ patic  un stuc

***Hand-foot syndrome often “e¢ 's » te. 'erness or mild ery’” _ a at the lateral
margins of the nails (us'* , of tt. .iands) r as tenderness 1d Jema over the
calluses of the feet. Pax 1ts  ho row these early sym »ms or rave persistent
significant involvement sho . do the | _.lowing:

1. Take vitar? vridoxih ) *7 . mg three times  ail,

2.Regul>'y . =2 Bag ‘almor .ustraliantea* .. ot 1or ilont 2 hands and feet.

v

Hematuria
(hemorrhagic cystitis)
Grade 2

If her .uriais bef :secondarytocyc p Jsp an. 'et 2rapy, delay treatment until
Graa 0-" rov ' Jequate hydr=*" n a d oth / sup...dve measures. Mesna can
Lo use  at the di_cretion of the ir. =stinatc . If »* . three week delay, the toxicity is
| -+ wag w  ,emove the pi ‘ent .« e AC portion of the protocol therapy, but
proc :d .o treatment wi 1 p . axel as r 1omized and continue to follow the patient
~ - dy.

Hem~turia "It hematuria is ¥ ~to e sec ndary to cyclophosphamide therapy, discontinue
‘hem, rhagic -+, | eyclophos~" mia .t atmd 1t and contact the Study Coordinator.

Giade -4 ¥

Otherto. .es Proceed w. ou 'ose modification but with appropriate supportive measures.

Gra :1

. ier toxicities At the discretion of the investigator, therapy can be resumed at full dose, otherwise
Grade 2 hold therapy until recovery to Grade 0-1, then resume at current dose with appropriate

supportive measures (except alopecia).

Other toxicities
Grade 3

Hold therapy until recovery to Grade 0-2. At the discretion of the investigator, doses of
doxorubicin and cyclophosphamide will either be resumed at full dose or reduced by
20%. If the Grade 3 toxicity occurred or recurred despite appropriate supportive
measures, reduce the doses of both doxorubicin and cyclophosphamide by 20% for
subsequent cycles. If more than 3 weeks is required for recovery, remove the patient
from g 2 week AC therapy, but proceed to paclitaxel therapy and continue to follow the
patient on study.

Other toxicities
Grade 4

Discontinue g 2 week AC treatment. (If the investigator wishes to continue therapy,
treatment may continue with a 20% dose reduction and institution of appropriate
supportive measures with the consent of the Study Coordinator.) Patients will proceed
to paclitaxel therapy at the discretion of the investigator and will continue to be
followed on study.
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8.3 ARMS 2 AND 4: TOXICITIES AND DOSE MODIFICATIONS FOR WEEKLY
DOXORUBICIN AND DAILY CYCLOPHOSPHAMIDE + FILGRASTIM (AC+G)
Chemotherapy dose modifications and delays for toxicities shall be based on the
guidelines below.

If a patient develops multiple toxicities included in the list below, delay treatment or
modify dose based on the greatest indicated dose reduction. Dose re-escalations are
not allowed after dose reductions.
The total duration of treatment will be 15 weeks. "Lost" weeks will not be made up.
a. ARMS 2 AND 4 (AC+G): HEMATOLOGIC TOXICITIES

Toxicity Treatment Modification

ANC < 1,200/plon
Day 1 of a treatment
cycle

Hold both doxorubicin and cyclophosphamide for 1 week; continue
FILGRASTIM. Then proceed as follows:

IF ANC recovers to = 1,200/ulin < 1 week, resume both doxorubicin and
cyclophosphamide at current doses.

IF ANC recovers to = 1,200/ulin < after 1 - 3 weeks, resume treatmentw "
the doses of both doxorubicin and cyclophosphamide reduced b = 4.

IF ANC fails to recover to = 1,2000/ul within 3 weeks, .e. 9ve « 2 pa. .nt
from the AC+G treatment, but proceed to paclit .. as rc 'dom. 2d and
continue to follow the patient on study.

Platelets <
100,000/plon Day 1
of a treatment cycle

Hold both doxorubicin and cycloph~ .nar. ., but cc.wnue FILGRASTIM.
Hold until platelets are = 100,07/ P su <urrent dose. If platelet
count fails to recover to = © u,000/, within o weeks, remove the patient
from AC+G treatment. © . prc - .uto, ‘clitaxel as randc niz d and continue
to follow the patient 0. st~ . £ e below for Grade * 4 thrc ibocytopenia.

Q-

Febrile Neutropenia*
Grade 3

Grade 3-4
thrombocyt. »enia

Give all remaining cyc. s with ciprofloxacin /"2 n g 9, bi . antibiotic of
choice. ' a st 9nd e, - ue occurs, the os. ° of . »th doxorubicin and
cycle .osp amid. will be reduced b 2C 6 -as 1 on current dose) when
che ot rap i esumed. If -~ thi 4 ep” ode  .urs, remove patient from
.AC+  treatmuat, but procee to pa litar ' .5 randomized and continue to
___w_ " patient on stur

He | both doxorubic 1 ¢ .ac ~ycle~k sphamide until platelets are = 100,000/pl
~ut continue I GR, STIM Appropriate supportive care will be instituted.
The dos -~ of o« h d xorubicin and cyclophosphamide will be reduced by
20% (L se. on 1 2 cdrrent dose) for subsequent cycles. If the episode
represel s a 2currence of Grade 3 - 4 thrombocytopenia experienced during
AC+G the. , the doses of both doxorubicin and cyclophosphamide will be
reduced by an additional 20% (based on the current dose) for subsequent
cycles. If a third episode occurs, remove the patient from AC+G therapy but
proceed to paclitaxel therapy as randomized and continue to follow the
patient on study.

WBC > 50,000

or

WBC > 20,000 with
significant bone pain

Because a rapid onset of neutropenia is observed when filgrastim is held in this
circumstance, filgrastim should be dose-reduced rather than held. A dose
reduction of 50% is recommended.

*Febrile neutropenia is defined as a fever = 38.5°C in the presence of neutropenia (ANC < 1,000/ul).

1. There will be no dose modifications for lymphopenia.

2. There will be no dose modifications for Grade 2 - 4 anemia. Transfusions will be given as clinically

indicated.

7

bl el
Aitur e
Enlal Lwrnad



S0221
Page 37
Amended 12/13/04

b. ARMS 2 AND 4 (AC+G): OTHER TOXICITIES
Toxicity Treatment Modification
Gl — Nausea/Vomiting Hold both doxorubicin and cyclophosphamide until toxicity has resolved to Grade
Grade 2 -4 0 - 1. When toxicities resolve to Grade 0 - 1, resume at the current dose. If Grade

2 - 4 nausea or vomiting recur, resume treatment at a 20% dose reduction. If,
after a three week delay, the toxicity is not resolved to Grade O - 1, remove the
patient from treatment with AC+G, but proceed to treatment with paclitaxel as
randomized and continue to follow the patient on study.

Mucositis Grade 3 - 4

Hold doxorubicin; hold cyclophosphamide only if patient is unable to take oral
medication. Resume at current dose the following week if mucositis is Grade O - 2.
If patient continues to have mucositis Grade 3 - 4 the next week, reduce the doses
of both doxorubicin and cyclophosphamide by 20%. If, after three week delay, the
toxicity is not resolved remove the patient from the AC+G portion of the protocol
therapy, but proceed to treatment with paclitaxel as randomized and continue to
follow the patient on study.

Liver Function
Abnormalities Grade = 2
(e.g., Bilirubin > 1.5 x
IULN or SGOT/SGPT > 25

Consider investigation of the cause of the liver function abnormalities. Hold
chemotherapy until toxicity resolves to < Grade 1. If delay longer than 3 weeks is
required, remove the patient from the AC+G portion of protocol therapy, but
proceed to paclitaxel and continue to follow the patient on the study.

x IULN)

Cardiac ** Discontinue AC+G therapy and remove the patient from protocol treatment if the

Grade 3-4 patient has symptoms of CHF (e.g. dyspnea, tachycardia, cough, neck vein
distention, cardiomegaly, hepatomegaly, paroxysmal nocturnal dyspne-
orthopnea, peripheral edema, etc.) and a diagnosis of CHF is confirmed or ~ tt. |
patient has a myocardial infarction or a drop in LVEF to below the institui na.
limits of normal.
**The presence of PACs or PVCs without cardiac dysfunction ic ot 1inc *= 2n
to stop doxorubicin. Acute dysrhythmias, which may occur ¢ .. and rortly =r
doxorubicin infusion, are not an indication to stop doxor'** "~in.

Hematuria  (hemorrhagic | If hematuria is felt to be secondary to cyclophospham® < therapy, ¢ ‘'ay treatment

cystitis) Grade 2

until Grade 0 - 1. Provide adequate hydration 2= ott rsupp~rrtive \ .easures. If,
after three week delay, the toxicity is notres .ed remc = the atient from the

AC+G portion of the protocol therapy, b= pro » wtrec .t with paclitaxel as
randomized and continue to follow ti  patient .  stur"

Hematuria  (hemorrhagic
cystitis) Grade 3 - 4

If hematuria is felt to be secor” yto _uhos, ..ide, discontinue
cyclophosphamide and cente. -~ the Stuc * Coordinator.

Hand-foot syndrome Grade
3-4

(desquamation, vesicle
formation or pain which
interferes with walking***)

Hold doxorubicin, cy. yphr jha ide and G-CSF for or 'week. = 2sume at current

dose in one week if 1 ..oved tc Grade 2. If »~tim i« =d to : 7 ade 2 in one

week, re”’ ‘he dos eof _oxorubicin by J% ‘base on _uarrent dose) for

subs~gu tcyc s. If, a or three week _ vy, he . Xicity not resolved remove

t- patier. rom . 2 AC+G portion of hc pro cc hel py, but proceed to treatment
‘thr clita »l = randomized ar ' co. tinue follo. .« patient on study.

* .and-foo. _yndrome often .ginsa tent ' 3s or mild erythema at the lateral

me ire i the nails (ust °llyo. ' = n s) ¢ astenderness and edema over the
allu _es of the feet Pat . *‘swiio sh v 1ese early symptoms or have persistent
ignificant invelvem nt she 'd:

Take vitamin  * (py1 loxine. 100 mg three times daily.

Regul~™+us Lt 9 B¢ m or Australian tea tree lotion or oil on the hands and feet.

| _ ier Xicities Proc :d. thout »>se nodification but with appropriate supportive measures.
Grade .
["Oth: to, .ines Atthe . ~cr ion of the investigator, therapy can be resumed at full dose, otherwise
Gra 22 hold ther...y until recovery to Grade 0 - 1, then resume at current dose with
appropriate supportive measures (except alopecia).
Other toxicities Hold therapy until recovery to Grade 0 - 2. At the discretion of the investigator,
Grade 3 doses of doxorubicin and cyclophosphamide will either be resumed at full dose or

reduced by 20%. If the Grade 3 toxicity occurred or recurred despite appropriate
supportive measures, reduce the doses of both doxorubicin and cyclophosphamide
by 20% for subsequent cycles. If more than 3 weeks is required for recovery,
remove the patient from AC+G therapy, but proceed to paclitaxel therapy and
continue to follow the patient on study.

Other toxicities
Grade 4

Discontinue AC+G treatment. (If the investigator wishes to continue therapy,
treatment may continue with a 20% dose reduction and institution of appropriate
supportive measures with the consent of the Study Coordinator.) Patients will
continue to be followed on study.
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8.4 ARMS 1, 2 AND 5: TOXICITIES AND DOSE MODIFICATIONS FOR PACLITAXEL GIVEN

EVERY 2 WEEKS WITH PEGFILGRASTIM

Dose reduction of paclitaxel should follow the guidelines below.

If a patient develops multiple toxicities included in the list below, delay treatment or
modify dose based on the greatest indicated dose reduction. Dose re-escalations are
not allowed after dose reductions.

a. ARMS 1, 2 AND 5 (Q 2 WEEK PACLITAXEL + PEGFILGRASTIM):

HEMATOLOGIC TOXICITIES

Toxicity

Treatment Modification

ANC < 1,200/pl on Day
1 of a treatment cycle

Hold paclitaxel untii ANC = 1,200/ul. Repeat counts at least weekly.
Resume at current dose with PEGFILGRASTIM 6 mg SQ Day 2 when
counts have recovered. If despite growth factor support, ANC < 1,200/pl on
Day 1 of subsequent cycles, do the following:

IF ANC recovers to = 1,200/ulin £ 1 week, give paclitaxel at current dose.

IF ANC recovers to = 1,200/ul after 1 - 3 weeks, give paclitaxel at a 2C” |
dose reduction for subsequent cycles.

IF ANC < 1,200/ul after the 3-week delay, remove patien* i m , 2t ol
treatment.

Platelets < 100,000/ul
onDay 1lofa
treatment cycle

Hold paclitaxel until platelets are = 100,000/pl.

IF platelets recover to = 100,000/ul in =~ week, ‘ive ) clitaxel at current

dose.

IF platelets recover to = 10" L0/ - or 1 “_weeks, give paclitaxel at a
20% dose reduction for <1b. g~ nt ¢ <les.

IF the platelet cou. f="  tc recover to = 100, ‘0/ul w .hin 3 weeks,
remove the ~~tient frc « prot~cu: treatment.

Febrile Neutropenia*
Grade 3

Continue o gi.  all re  ..ng cycles *~ith 2E. ~ILG. AS(IM support. At
the .scre n ot ne investigator, cul «eq er. <yt s may be given at either
1, full los. k. with proph: acti @ cipr floxe.. .. 500 mg po bid or an
alte aative p.uphylactic anti ‘otic re vime .. the choice of the investigator,

2, - _J% dose red' tion rp cl axel. If a second episode occurs the
r naining cycles  f .a taxe' v .| pe reduced by 20% (based on the
current dose) vher. chen. ‘herapy is resumed. If a third episode occurs,
remov~ e al ntfi )m paclitaxel therapy but continue to follow the patient

on stu .

Grade . .

thre \bocytopenia

Approg. ate supportive care will be instituted. The dose of paclitaxel will be
reduced _ 20% for subsequent cycles. If the episode represents a
recurrence of Grade 3 - 4 thrombocytopenia experienced during paclitaxel
therapy, the dose of paclitaxel will be reduced by an additional 20% (based
on the current dose) for subsequent cycles. If a third episode occurs,
remove the patient from paclitaxel therapy but continue to follow the patient

on study.

*Febrile neutropenia is defined as a fever 2 38.5°C in the presence of neutropenia (ANC

< 1,000/ul).
1. There will be no dose modifications for lymphopenia.
2. There will be no dose modifications for Grade 2 - 4 anemia. Transfusions will be

given as clinically indicated.
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b. ARMS 1, 2 AND 5 (Q 2 WEEK PACLITAXEL + PEGFILGRASTIM): OTHER
TOXICITIES
Toxicity Treatment Modification
Neurotoxicity No dose modification. Institute or continue appropriate supportive
Grade 1 care measures.
Neurotoxicity If Grade 2 neurotoxicity resolves to Grade O - 1 by the day of
Grade 2 scheduled therapy, proceed with treatment without dose

modification. If Grade 2 neurotoxicity is present on the day of
scheduled drug administration, reduce the dose of paclitaxel by
20%.

Neurotoxicity
Grade 3

Hold therapy until recovery to Grade O - 1 and reduce the dose of
paclitaxel by 20%. Patients who have not recovered to Grade 0 - 1
after 3 weeks of withholding paclitaxel will have chemotherapy
discontinued, but will continue to be followed on study.

Neurotoxicity

Discontinue paclitaxel therapy, but continue to follow the patient on

Grade 4 study.

Gl — Nausea/Vomiting Hold paclitaxel until toxicity has resolved to Grade 0 - 1. When

Grade 2 -4 toxicities resolve to Grade 0-1, resume at the current dose.
Grade 2 - 4 nausea or vomiting recur, resume treatment ata 2%
dose reduction. If, after a three week delay, the tovic. " is 1ot
resolved to Grade O - 1, remove the patient from .2c mer \ th
paclitaxel, but continue to follow the patient on st uy

Mucositis Provide supportive measures and hold pa“ ... .el. + »sum at the

Grade 3-4 current dose when toxicity recovers t~ Gi de 0 - 2. " the patient

again experiences mucositis Gre - 3 - rer ice the dose of
paclitaxel by 20%. If delay lor _rti ~ _ wee.._ .s required, remove
the patient from the p~-liv <el hor on . protocol therapy, but
continue to follow the  .uentc the stu uy.

Liver Function
Abnormalities Grade 2 - 4
(e.g., Bilirubin > 1.5 x
IULN or SGOT/SGPT >
2.5 x IULN)

Consider inves* atio. .1 t > cause of f e 'iver function
abnormalities. dol” <h. motherapy until to; ity res Ives to Grade
0-1. If A delay It yer thai. 3 weeks i ~qu.e ' rer ~ . the patient
frorr .ie L clitaxe = .aon of protnco. he py, L 't cuntinue to follow

“.2p ‘ient 1the study.

Other toxicities
Grade 1

Other toxicities Gre. '~ ~

" Pr-sec 'w jout dose m-ific ation sut V. appropriate supportive

1easire..

. * .ediscretion ¢ the ve. i¢1to,, therapy can be resumed at full
aose, otherwi. 2 { 0. ' therar' until recovery to Grade O - 1, then
resume ¢ curr ‘ntdc = with appropriate supportive measures
(ev-~ot e vecl ).

C.ne Jxicities Grade 3

H |d. erap, un.lrecovery to Grade O - 2. At the discretion of the
invstiy tor, tnerapy will either be resumed at full dose or reduced
by - ° . If the Grade 3 toxicity occurred or recurred despite
appropriate supportive measures, reduce the dose of paclitaxel by
20% for subsequent cycles. If more than 3 weeks is required for
recovery, remove the patient from paclitaxel therapy, but continue
to follow the patient on study.

Other toxicities Grade 4

Discontinue paclitaxel treatment or contact the study coordinator
and remove the patient from paclitaxel treatment. (If the investigator
wishes to continue therapy, treatment may continue with a 20%
dose reduction and institution of appropriate supportive measures
with the consent of the Study Coordinator.) Patients will continue to
be followed on study.
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8.5 ARMS 3, 4 AND 6: TOXICITIES AND DOSE MODIFICATIONS FOR WEEKLY
PACLITAXEL

Dose reductions of paclitaxel should follow the guidelines below.

If a patient develops multiple toxicities included in the list below, delay treatment or
modify dose based on the greatest indicated dose reduction. Dose re-escalations are
not allowed after dose reductions.

a. ARMS 3, 4 AND 6 (WEEKLY PACLITAXEL) - HEMATOLOGIC TOXICITIES

Weekly paclitaxel therapy should be administered weekly for 12 consecutive
weeks and for a maximum of 12 doses. For patients who require omission or
delay of a dose, it is suggested that all 12 doses be completed within 15 weeks
of the initiation of paclitaxel therapy.

Toxicity Treatment Modification

Hold paclitaxel untii ANC = 1,000/ul. Repeat counts at least
ANC < 1,000/l weekly. Resume when counts have recovered. If the AN~
on Day 1 of treatment recovers to = 1,000/ulin £ 7 days, retreat at current dose if \ )s.

reduction is not otherwise indicated. If recovery to an. NC f2
1,000/ul requires > 7 days, the dose of paclit=" 21 she ‘1 e
reduced by 20%. IF ANC < 1,000/l after .. 3-we < _de _/,
remove the patient from paclitaxel therar it co. inue ~ follow
the patient on study. Filgrastim mav be jiven at the discretion of
the investigator A U
Platelets < 100,000/ul Hold paclitaxel until platelete re 17 .,,000 °
On Day 1 of treatment If the platelet count recovi s to 2 '0,07"™/ulin £ 7 days, retreat
at the current dose *” .ose . .dctiol . not otherwise indicated.
If recovery to » ate >t _un »f 2100,000/ulr 4u =s > 7 days,
the dose of | «clit~xer hould ve reduced I 1 20% ! r the next
cycle. Ifthe| _.cletcc ntshould be <17, Y00/p >r Day 1 of
tre .o tona es .dorsubsequ nt <cas. n,t.c dose of
pe litaxe shoulu be reducec sy C .
¥p. tele count fails to rec wert = .0 ,00/plwithin 3 weeks,
remc . the patient " om p. clite e' herapy but continue to follow
— _'# _patienton¢ udy.
Febrile Nev” ope ia» Reduce pi clit .l by 21 % for all subsequent cycles or give
Grade 3 ciprofl xacii (50U mg pu, bid) or antibiotic of choice during the
antici- ¢ 2d [ 3riods of neutropenia. If a second episode occurs,
re. ‘ce t. » d. se of paclitaxel by 20% for all subsequent cycles.
¢ a ‘hird episode occurs, remove the patient from paclitaxel
L 2" 1ent. FILGRASTIM may be given at the discretion of the

investigator.
Grade 3-4 Appropriate supportive care will be instituted. The dose of
thrombocytopenia paclitaxel will be reduced by 20% for subsequent cycles.

*Febrile neutropenia is defined as a fever = 38.5°C in the presence of neutropenia (ANC <
1,000/ul).

1. There will be no dose modifications for lymphopenia.

2. There will be no dose modifications for Grade 2 - 4 anemia. Transfusions will be given as
clinically indicated.

7

bl el
Aitur e
Enlal Lwrnad



S0221

Page 41

Amended 12/13/04
Amended 11/12/10

b. ARMS 3,4 AND 6: (WEEKLY PACLITAXEL) - OTHER TOXICITIES
Toxicity Treatment Modification
Neurotoxicity No dose modification. Institute or continue appropriate
Grade 1 supportive care measures.
Neurotoxicity If Grade 2 neurotoxicity resolves to Grade O - 1 by the day of
Grade 2 scheduled therapy, proceed with treatment without dose

modification. If Grade 2 neurotoxicity is present on the day of
scheduled drug administration, reduce the dose of paclitaxel by
20%.

Neurotoxicity
Grade 3

Hold therapy until recovery to Grade 0 - 1 and reduce the dose
of paclitaxel by 20%. Patients who have not recovered to Grade
0-1 after 3 weeks of withholding paclitaxel will have
chemotherapy discontinued, but will continue to be followed on
study.

Neurotoxicity

Discontinue paclitaxel therapy, but continue to follow the patient

Grade 4 on study.

Gl — Nausea/Vomiting Hold paclitaxel until toxicity has resolved to Grade 0 - 1. Whq

Grade 2 - 4 toxicities resolve to Grade 0 - 1, resume at the current dos:
Grade 2 - 4 nausea or vomiting recur, resume trest, at . a
20% dose reduction. If, after a three week del> th. tox. ‘t is
not resolved to Grade O - 1, remove the pati ... rom <eatn. at
with paclitaxel, but continue to follow the ... .nt or. study

Mucositis Provide supportive measures and 'olc paclitaxel. Resume at

Grade 3-4 the current dose when toxicity .covers ‘o0 G e 0 - 2. If the

patient again experiences .Jdcc ' . Gra.. 3 - 4, reduce the
dose of paclitaxel by 20 . If a ( »la onger than 3 weeks is
required, remove .« pa. at fro... the paclitaxel portion of
protocol thera~ , bu ~ .dnu to follow the pa’ 2n. yn the study.

Liver Function Abnormalities
Grade 2 - 4 (e.g., Bilirubin >
1.5 x IULN or SGOT/SGPT
> 2.5 x IULN)

Other toxicities
Grade 1 A 2
Other toxic’ 2s L de 2

Consider it esti-atic © of the cause f the liver function
abnormalities.  Hold _hemothera~ - u..0. toxic * ,esolves to
C we -1.1t ciay longer tha 3 <eks s required, remove
the patie 't from the paclite el o ‘on »f protocol therapy, but
“on_1we o follow the ~atic 1ton nes ~ y.

Proce <d without do. = mod ical '~ _ut with appropriate
spportive mee urer

At the disci ticn fthe in' 2srgator, therapy can be resumed at

full do », oti erwis hola therapy until recovery to Grade O - 1,

*=an. 2t 'me it curient dose with appropriate supportive

me sure. ‘except alopecia).

Other . * _.es Grade 3

‘olc *herapy until recovery to Grade 0 - 2. At the discretion of
ti. "~ .vestigator, therapy will either be resumed at full dose or
reduced by 20%. If the Grade 3 toxicity occurred or recurred
despite appropriate supportive measures, reduce the dose of
paclitaxel by 20% for subsequent cycles. If more than 3 weeks
is required for recovery, remove the patient from paclitaxel
therapy, but continue to follow the patient on study.

Other toxicities Grade 4

Discontinue paclitaxel treatment or contact the study coordinator
and remove the patient from paclitaxel treatment. (If the
investigator wishes to continue therapy, treatment may continue
with a 20% dose reduction and institution of appropriate
supportive measures with the consent of the Study Coordinator.)
Patients will continue to be followed on study.

7

bl el
Aitur e
Enlal Lwrnad



8.6

8.8

S0221

Page 42
Amended 9/22/04
Amended 10/7/05

TRASTUZUMAB IN HER2 POSITIVE CASES: TOXICITIES AND DOSE
MODIFICATIONS

a. Cardiac monitoring is mandatory for all patients receiving treatment with
trastuzumab.  Monitoring by MUGA scan or echocardiogram should be
performed according to the following schedule: 1) following completion of
doxorubicin and cyclophosphamide and prior to treatment with trastuzumab, 2)
after 3 months of therapy with trastuzumab, 3) after 6 months of therapy with
trastuzumab, 4) after 12 months of therapy with trastuzumab.

b. Dose Modifications of trastuzumab for cardiac toxicity will be patterned after
those used in N9831.

C. Trastuzumab will be permanently discontinued for documented symptomatic
congestive heart failure.

d. The following guidelines will be followed for patients with asymptomatic changes
in left ventricular ejection fraction:

Asymptomatic Decrease in LVEF Percentage Points from Baseline
Relationship of Decrease of <10 Decrease of 10-15 | Decrease of - 5
LVEF to the percentage points | percentage points | percent~ ,e 9in.
facility’s lower limits
of normal (LLN)

Within normal limits | Continue Continue Hold and >peat

' VE! after 4 weeks
1-5 percentage Continue and Hold =~ urep = . ‘r Fiewd and repeat
points below the repeat LVEF after | LM'=F fte 4 LVEF after 4 weeks
LLN 4 weeks _ weeks ‘
>6 percentage Continue and " .dan repeat ’ Hol ar 'repeat
points below the repeat LVEF fter | L 'EF after 4 VEF a er 4 weeks

LLN 4 weels 'weeks ,

e Trastuzumab r _. b per anently discor’ir ea w. >n wo consecutive “hold”
categories ncc. .
e Trastuz! qau n. st be permanently ¢ seontiiuec - ..en three intermittent “hold”

cat~~orn. Ir -~ e discretio of v e 1 /e stigator), trastuzumab may also be
2rme ently + scontinued priir .0 the 7 .urrence of three intermittent “hold”
atego 3s).

e | "e! JEFis main* "ed a. 1 “c ntinue and repeat LVEF" or improves form a “hold”

tn a “continue and -er at L\ =F category, additional LVEF determinations prior to
«ne next scheduled . /E: determination will be at the discretion of the investigator.

For treatment or dose modification related questions, please contact Dr. Budd at
216/444-6480 (e-mail: buddg@ccf.org) or Dr. Moore at (216) 445-4624 (e-mail:
S0221@ccf.org).

Unexpected or fatal toxicities (including suspected reactions) must be reported to the
Operations Office, to the Study Coordinator, to the IRB and the NCI. The procedure for
reporting serious adverse events is outlined in Section 16.0. The procedure for
institutions participating through the CTSU is included in Section 19.4.
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STUDY CALENDAR

9.1

THE STUDY CALENDAR IS UNDER DEVELOPMENT.
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10.0 CRITERIA FOR EVALUATION AND ENDPOINT DEFINITIONS

10.1

10.2

10.3

10.4

10.5

10.6
10.7

Local or regional recurrence: Recurrence of breast cancer involving the involved
breast, chest wall, ipsilateral axilla or ipsilateral supraclavicular region.

Contralateral breast cancer: The development of a cancer confined to the contralateral
breast.

Distant Recurrence: The development of a metastatic recurrence at a site not defined
as local, regional, or the contralateral breast.

Disease-Free Survival: Time from date of registration to date of documentation of first
treatment failure (local or regional recurrence, contralateral breast cancer, distant
recurrence, or death due to any cause).

Distant Disease-Free Survival: Time from date of registration to date of first
documentation of distant recurrence or death due to any cause.

Survival: Time from date of registration to date of death due to any cause.

Performance Status: Patients will be graded according to the Zubrod performan~
status scale.

POINT DESCRIPTION

0 Fully active, able to carry on all pre-diseas~ _ 2rfon ance ‘without
restriction.

1 Restricted in physically strenuous - _tiv 7 ' .t a. © .atory and able to
carry out work of a light or seden. cy natu », e =, light housework, office
work.

2 Ambulatory and ca, wle »f . ~lf-care but unable ‘o carr out any work

activities; up and abo * .aore ti \n 50% of waking (. urs.

3 Capa*r'2 ¢ limit. 1 self-care, confine .« b 1 ¢ chai more than 50% of
wi g bou

4 ~am, 'et~’, disabled; c \nnc .. *y on .y self-care; totally confined to
pDe O chair.

11.0 <741 "TICAL "~ JSIDERATIM v °

111

e original sample size ‘or his trial was based on accruing 2,000 patients per year for
2.25 years with additional 1uilow-up for 6 years. It was projected that 1/3 would be high
risk node negative patients with the remainder being node positive. The actual accrual
rate has been approximately 480 per year, but is expected to increase as NCIC endorses
the study in early 2006. Based on an average accrual of 500 patients per year for 6.5
years with 5 years of additional follow-up, a total of 3,250 patients will be accrued. The
entire duration of the study would be 11.5 years compared to the original 8.25 years.
The observed proportion of node positive patients is 75%, rather than the projected 67%.
Due to the longer study duration and a higher proportion of patients who have positive
nodes, the target accrual is reduced from 4,500 to 3,250.
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11.2

11.3

114

Amended 11/12/10

The primary outcome is disease-free survival (DFS). There are no stratification factors in
this study. Cox regression will be performed including the two main treatment factors
and their interaction. The interaction will be tested at level a=0.10. If there is no
significant interaction, we will drop the interaction term and perform two-sided tests of
each treatment factor in the joint model using o levels as prescribed in 11.4. In the first
comparison, continuous AC (AC+G) will be compared to AC every two weeks (AC2).
The second comparison will compare weekly paclitaxel (T1) to paclitaxel every two
weeks (T2). Secondary analyses include log-rank tests of each treatment factor stratified
by the other treatment factor and a Cox regression analysis adjusting for nodal status
(positive or negative), receptor status (either ER or PgR positive versus both negative),
and Her2 status (positive or negative). If there is a significant interaction (P<0.10), each
treatment factor will be compared in separate Cox regression analyses at each of the two
levels of the other treatment factor.

Power is estimated assuming exponential survival. We assume that the hazard ratio for
AC2 versus AC+G is 1.22 and that the hazard ratio for T2 to T1 is 1.22 as well. For the
purpose of the power calculations we assume no interaction between the two
comparisons. The hazard rate for Arm 1 (standard treatment AC2 and T2) is estimated
to be 0.06 based on DFS in similar clinical trials. This is equivalent to an estimated 5-
year DFS of 74%. The hazard rates for Arm 2 (AC+G and T2) and for Arm 3 (AC2 and
T1) would be 0.049 for both, corresponding to an estimated 5-year DFS of 78%. The
hazard rate for Arm 4 (AC+G and T1) would be 0.04 or a 5-year DFS of 82%. With
stratification by the other treatment factor, power is 90.2% for testing both factors give
the accrual specified in 11.1. Interaction of the two treatment factors could sli. 1t
decrease power. On the other hand if one factor shows no significant differe; =, n e
events would be observed and power would be increased. Only 13% of “"e yau t to
date have been HER2 positive. A sensitivity analysis considering the & . ‘iona. mpa of
bevacizumab on the trial showed power to decrease by at most1 * "% (s. » mo. fication
in Section 11.7).

Under the alternative hypotheses specified in 11.3, the ¢ 2ect>d. 'mF r of events would
be 1072 among the 3,250 patients enrolled. Bece: .c of v . i0no planned duration of this
trial we will perform annual interim analyses .ar. v _fter ?7 o of the expected events
have occurred (approximately April 2009). sSix ‘nte m anaiyses will +  ~erformed after
approximately 30%, 41%, 54%, 66% (%, « 4 88% fthe events he e « :curred. One-
sided efficacy tests will be performec 1<” . tre cated O'Brien-Fle  ing be indaries and a
one-sided cumulative level =~ 1.025. ‘he ~ne-sided p-vi . 2 to L > us at the seven
analyses that would ca'is rejec an of . . null hypotk ~is re  000. 0.00042, 0.00213,
0.00507, 0.00876. ~ 4133. anc 0.01925 (final). th i =ri.  analysis is significant,
consideration will L. o _nte ¢ ending acc | fc the feriu. «weatment if accrual is not
yet complet o1 (2) eportny the resuvlt if ir~ruz is  .aplete. Additionally, at each
interim "na., S _# 2-sided ¢ fide .ce n 2rval on the hazard ratio will be
con: /ucte 'f t+ . confidence in 2rvai 'ies >~ .rely below the alternative hypothesis
(HR 1..22), hen consideratior ‘ill b give. to (1) termination of accrual to arms with the
highe. *~ _ity if accr . ‘s .n. 'mp =te or (2) publication of the result if accrual is
~omrlete. Therefore, ti » ti '| ma_ be stopped early due to efficacy or due to failure to
.nonstrate that the alt. na. e is plausible.

As discussed in Section 7.3, shortages of oral cyclophosphamide have occurred during
the course of the trial. To date the shortages have not impacted the trial, though it is
possible in the future that IV cyclophosphamide may have to be used instead of oral
cyclophosphamide for patients already randomized if the shortage becomes acute.
Nonetheless, the intent-to-treat principle requires these patients to be analyzed by their
randomization assignment although the number of patients affected will be reported. For
patients not yet randomized, randomization to arms with oral cyclophosphamide may
have to be suspended temporarily or permanently. If the suspension is temporary, then
subsequent randomization probabilities can be changed slightly so that the groups are
balanced at the end of accrual. Permanent suspension will slightly lower power for the
relevant comparison. If accrual to two of the arms is suspended, then ramifications of
this for power and trial duration will be discussed with the Data Safety and Monitoring
Committee and CTEP, though the impact would need to be strong before recommending
a change in the accrual goal.
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11.6 A secondary endpoint of overall survival will be analyzed using the same method as

11.7

11.8

outlined in 11.2 for DFS. Using data from similar clinical trials, we estimate a baseline
hazard rate of 0.035 for overall survival. Under the same alternative hypotheses and
model of 11.3, power for each treatment factor will be 74% for a 2-sided 0.05 test.

In October 2010, the Data and Safety Monitoring Committee recommended suspension
of randomization to Arms 2 and 4 (weekly administration of AC) due to crossing the
futility boundary discussed in Section 11.4. Accrual to the remaining factor (paclitaxel
administration) will continue. Since four-cyle g 2 week administration is becoming
common (and may become standard of care), it was decided to reduce the number of
cycles of AC from 6 to 4. This complicates the analysis since the AC factor is no longer
randomized and survival may differ by calendar period or changes in the patient
population. For the comparison of AC arms and the assessment of interaction between
AC and paclitaxel administration, only patients accrued before this protocol change can
be used in the analysis. Accordingly, in this analysis we use the 2x2 factorial analysis
specified in Section 11.2 including all patients randomized prior to the protocol change.
However, the comparison for paclitaxel is more complex since randomization to the
paclitaxel arms continues beyond the protocol change. To adjust as completely as
possible for AC administration as well as secular time changes in the population, we will
stratify by the three levels of AC administration. This will be done by using a stratifie -
log-rank test comparing the two paclitaxel arms as well as a stratified Cox regres io.
analysis of paclitaxel administration. Interaction of the three AC strata with the ~clit <el
effect will be tested in the Cox model. Kaplan-Meier plots comparing pac x 'a s il
be constructed for each level of AC administration as well as overall. = . orig. al p. 2r
calculations gave 90% power under the specified design conditio~ We « » not =do the
power calculations since the sample size goal remains the .ame for . e paclitaxel
comparison. However, if there is no difference in effica~ ior t. » pac taxel factor, then
comparison for approximate equivalence of the two dr. nic" 4tic. = ' _comes important.
In this analysis we will be considering hazard rati. . In clo. » prer imity to 1.0 as evidence
that the paclitaxel administration does neo* _arec.  .iviva  since this is a post hoc
hypothesis, we do not propose forma! ‘ta. ‘ti= ! rL »s for this comp ... n. If the two
administrations of paclitaxel are < alar wi * respect to outcc ne, the | comparative
effectiveness analysis will be perfor. . that ccounts for IV & . inistr dr times and
drug costs for the pedfilor- ...  Der. <" 4tion of simili 1ty of pe litax .. comparisons
across all three platf- m. of A ° adm..astration wi" .. =r. 1se 7Jene. alizability of these
results.

An explorat rv 2naly is -~ the impact »f by ' 2t xic .« supplements and of reactive
OXyo” . . =Cics (F JS, associated po', ‘orpnisn ; .n toxicity and disease-free survival
will se pe fo. -~ .. A total ~f 3, OU | tiel.. are expected to be administered a

gues 2nna 2 regarding antic . '‘ant 1se b th prior to and after protocol treatment. For
each y. _.al category . ‘tioxiv 'nt, <aplan-Meier estimates of disease-free survival will
‘e ~ _nerated for high\ . Ic ' leve 5 of antioxidant use. For each ROS-associated gene,
i .aplan-Meier estimates ~f lisease-free survival for the subgroups of patients with
common and variant alleles will be generated. Differences between the levels will be
tested using logrank tests. In order to adjust for other known prognostic factors, Cox
regression models will be used. Standard methods for binary data (chi-square tests,
logistic regression models) will be used for the toxicity analysis. For a given binary factor
with 50% of patients in each subgroup, 3,000 patients is sufficient to detect a hazard ratio
of 1.4 between the poor and good performing groups with 92% power. In the case where
> Grade 4 toxicity occurs with overall 50% frequency, 3,000 patients is sufficient to detect
a difference between two groups of 6% in the proportion of patients with = Grade 4
toxicity with 90% power. Power will be greater when toxicity frequency varies from 50%.

Interactions of lifestyle factors, such as smoking, exercise, and body mass index, with
antioxidant use and ROS-associated polymorphisms, as well as interactions between
antioxidant use and ROS-associated polymorphisms, will also be explored.
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11.9 A Data and Safety Monitoring Committee will oversee the conduct of the study. The
Committee consists of four members from outside of the Southwest Oncology Group,
three Southwest Oncology Group members, three non-voting representatives from the
NCI, and the Group Statistician (non-voting). The members of the Committee will receive
confidential reports every 6 months from the Southwest Oncology Group Statistical
Center, and will meet at the Group's bi-annual meetings as necessary. The Committee
will be responsible for decisions regarding possible termination and early reporting of the
study.

DISCIPLINE REVIEW

There will be no discipline review for this study.

REGISTRATION GUIDELINES

13.1 Patients must be registered prior to initiation of treatment (no more than five working
days prior to planned start of treatment).

13.2  For either method of registration, the individual registering the patient must | .
completed the appropriate Southwest Oncology Group Registration Fc M. he
completed form must be referred to during the registration but should not b~ s “m. ~c as
part of the patient data.

The individual registering the patient must also be preparec to provide the treating
institution's name and ID number in order to ensure th=" tie ¢ frent within 365 days)
date of institutional review board approval for this st dy 2 Lee. = cred into the data
base. Patients will not be registered if the IRB A  oval a. e ha~ not been provided or is
> 365 days prior to the date of registration.

13.3  Registration procedures

a. You may registrr . ‘ients o~ Member, C 0. anct ap .uved Affiliate
institutions to ~ t ‘rape tics siudy using tt ‘W G ‘egis..ation program. To
access thc .egistre ‘'on ' ogram go to the SWC 5 V. b jte (http://swog.org) and
click tt _ogor. .k to go t- e SWC 5 Members Area logon page
(httj s://[swog rof Litors/logon. sp). T. ~\ /et ..ogram is available at any time
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except for periods listed under Down Times. Log on as an Individual User
using your SWOG Roster ID Number and individual web user password. Help
for the logon process may be found at https://swog.org/visitors/logonhelp.asp.
After you have logged on, click on the Clinical Trials link and then the Patient
Reg link to go to the Entry Page for the Patient Registration program. If you are a
Registrar at an institution with Internet access you are encouraged to register this
way. For new users, the link to a "Starter Kit" of help files may be found by
clicking on Starter Kit link at the logon page.

To register a patient the following must be done (in order):

1. You are entered into the Southwest Oncology Group Roster and issued
a SWOG Roster ID Number,

2. You are associated as an investigator or CRA/RN to the institution where
a registration is occurring, and

3. You are granted permission to use the Patient Registration program at
that institution.

For assistance with points 1 and 2 call the SWOG Operations Office at *10/t '4-
8808. For point 3 you must contact your Web User Administrator E ~h ‘N 'G
institution has one or more Web User Administrators who may . upVv *b L. s
at their institution and assign permissions and passwor~ *o th. e us rs. For
other password problems or problems with the Patie . Registra. \n program,
please e-mail webreghelp@crab.org. Include yo!* ..ame Rost ' ID Number, and

telephone number, when the problem ocr re - .d ¢ -~ y what you were
doing.
b. If the Web Reg program is not u=ec ‘the "eg. tration must be d- . by phone.

Member, Affiliate and CCOP 1s* itior

Registration by £ one © patie. = «rom membk~ar,  ffil. e arn  CLOP institutions
must be dor- .iro. thth  Southwest Oncnlc 5y rc 0 L ua Operations Center in
Seattle by tele” hor 0 206/652-2267 €30 € n. « +00 p.m. Pacific Time,
Mor ay drc yh Fride.y, excluding t. udavs

For - aie. method f registration, ¢ xc ¢ ans to ' outhwest Oncology Group registration
polic 2s wil. 10. _ permitted.

a. ~adents mustr ec all e ibil y requirements.

L. Institutions must <) entified as approved for registration.

C. Registrations may not be cancelled.

d. Late registrations (after initiation of treatment) will not be accepted.

Institutions participating through the Cancer Trials Support Unit (CTSU), please refer to
Appendix 19.4.

140 DATA SUBMISSION SCHEDULE

141

Data must be submitted according to the protocol requirements for ALL patients
registered, whether or not assigned treatment is administered, including patients deemed
to be ineligible. Patients for whom documentation is inadequate to determine eligibility
will generally be deemed ineligible.
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Master forms are included in Section 18.0 and (with the exception of the sample consent
form and the Registration Form) must be submitted to the Data Operations Center in
Seattle. Data from approved SWOG institutions must be submitted on-line via the Web;
see Section 14.3a for details. Exceptions to online data submission are patient-
completed (e.g. Quality of Life) forms and source documents (e.g.
pathology/operative/lab reports).

Data Submission Procedures.

a. Southwest Oncology Group institutions must submit data electronically via the
Web by using the SWOG CRA Workbench. To access the CRA Workbench, go
to the SWOG Web site (http://swog.org) and logon to the Members Area. After
you have logged on, click on the CRA Workbench link to access the home page
for CRA Workbench website. Next, click on the Data Submission link and follow
the instructions. For new users, the link to a "Starter Kit" of help files may be
found by clicking on the Starter Kit link at the Members’ logon page.

To submit data via the web the following must be done (in order):

1. You are entered into the Southwest Oncology Group Roster an<” ‘'ssu 1
a SWOG Roster ID Number,

2. You are associated as an investigator or CRA/RN att-  stitu. \nw. e
the patient is being treated or followed, and

3. Your Web User Administrator has added vou s a web . ter and has
given you the appropriate system perm’ sions ‘0 su mit data for that
institution.

For assistance with points 1 and ? _uth _pera ..s Office at 210/614-8808.
For point 3, contact your local **‘el. 'Je- * A ministrator (refer o ne "Who is my
Web User Administrator?" f .ction ¢ the swug.org Men ers loc Hn page). For

other difficulties with e “RA Workber . I erse email
technicalquestion™ .. org.
b. If you nee ™ .o siibi 't de 1 that are not a\ a.abl: fo, " 1e data submission, the

only =© vne * s vic “.csimile. Sk ..d th» ne d *or tis occur, institutions may
sub it d=ta ‘a ¥ _simile to 8°7/85 .7 ar .0/342-1680 locally. Please do
*usc co 2r aeet forfaxid e ..

C. Ins .utions participati' _ thrc 'gh tt.. Cancer Trials Support Unit (CTSU), please
.er to Appenc <. N.4.
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14.4  WITHIN 7 DAYS OF REGISTRATION:

14.5

14.6

14.7

14.8

14.9

14.11

14.12

Submit copies of the following:
a. S0221 Breast Cancer Prestudy Form (Form #20608)
b. All pre-registration breast cancer pathology reports

AT PRESTUDY (PRIOR TO INITIATION OF TREATMENT):

a. If patient consent is obtained, submit tissue, whole blood, and serum as outlined
in Sections 15.1 and 15.2.

b. If patient consent is obtained, fax the page from the consent that includes patient
contact information for the antioxidant questionnaire to Dr. Christine Ambrosone
per Section 15.3b.

WITHIN 7 DAYS AFTER COMPLETION OR REMOVAL FROM AC TREATMENT OR AC
+ G TREATMENT AND AFTER COMPLETION OF SINGLE AGENT PACLITAXEL
TREATMENT :

Submit copies of the S0221 AC Treatment Form (Form #49303) or S027° A( +G
Treatment Form (Form #35457) and the S0221 Paclitaxel Treatmer* F 'm ‘S 'm
#46970) as appropriate documenting required parameters as spec’ . ‘in e & ly
Calendar. After completion or removal from treatment and reso”” =~ = of < ‘ute . Xicities,
submit adverse event forms S0221 Paclitaxel Adverse Event F rm (Form 29134) and
S0221 AC or AC+G Adverse Event Form (Form #40563)

WITHIN 14 DAYS OF DISCONTINUATION OF P, .LITA TP=ATMENT:

Submit copies of the Off Treatment Noti~ » (i wr %1\ "4).

AFTER OFF-TREATMENT: EVER * ©_{ M 'NTHS FOR FIV = YEAF 5 AND THEN
ANNUALLY UNTIL YEAR 1F "R UN1 DE”TH, WHICHE" .2 CO.'ES '_oT:

Submit the Follow-l o1 » (FC n #61519) and S’ z2. £ 9p. menal Follow-Up Form
(Form #11593).

WITHIN 14 DAYS YF ".SCONTINUATIC V' “F TF [UZUMAB TREATMENT (IF
RECT . ).

Sub itthe 0Oz.. Trastuzume Use Form Sorm #58998).

WITHNh. .+ DAYS OF | ¢ SREL 310 I/RELAPSE:

< «umit copies of the Fol. w- p Form (Form #61519) documenting date, site, and method
for determining progressiu.urelapse, and S0221 Supplemental Follow-Up Form (Form
#11593).

WITHIN 4 WEEKS OF KNOWLEDGE OF SUBSEQUENT MALIGNANCY:

Submit copies of the Follow-Up Form (Form #61519) documenting date, site and method
for determining malignancy and S0221 Supplemental Follow-Up Form (Form #11593).

WITHIN 4 WEEKS OF KNOWLEDGE OF DEATH:

Submit a copy of the Notice of Death (Form #38060) and the Follow-Up Form (Form
#61519) if death occurs after off treatment.
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15.0 SPECIAL INSTRUCTIONS

15.1  Specimens for Banking (submitted to the SWOG Specimen Repository — Solid Tissue,
Myeloma and Lymphoma Division, Lab #201) optional for patient:

a.

With patient’'s consent specimens must be submitted at the following times (see
Sections 9.5 and 9.6)

One block of the primary tumor should be submitted Prestudy. If the institution is
not able to release the block, a punch of the block plus 25 unstained 5 micron
sections on plus slides would be acceptable. The tissue bank will send a
disposable punch instrument at the request of the submitting institution. At
minimum, if no other tissues are available for submission, the tissue bank will
accept 25 unstained 5 micron sections of the tumor block on plus slides.

Specimen collection and submission instructions can be accessed on the SWOG
Specimen webpage
(http://swog.org/Members/ClinicalTrials/Specimens/STSpecimens.asp), or vii th
link on the S0221 protocol abstract page on the SWOG website (www.g 1g.C 7).

Specimen collection kits are not being provided for this submi= . n: si »wn, e
institutional supplies.
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15.2 Blood Submission Instructions

a.

Institutions are required to seek additional patient consent to submit serum
for banking. (NOTE: The specimen collection instructions below for the
serum sent for banking differ from the instructions on the specimen
submission webpage. The collection instructions below are to be followed
for this submission; shipping instructions on the specimen submission
webpage should be followed.) Institutions are encouraged to seek
additional patient consent to submit whole blood for genetic polymorphism
testing.

Directions for obtaining blood collection kits

1. Prior to patient registration, institutions should order blood collection kits,
by contacting Dr. Warren Davis, Roswell Park Cancer Institute (716/845-
8165; email: Warren.Davis@RoswellPark.org).

2. Each blood collection kit contains:
e One blood processing sheet and specimen submission form
e One red-top Vacutainer® tube (for serum)
e One purple-top Vacutainer® tube (for DNA extractions)
e Eighteen (18) cryovials; eight (8) with tan caps for seru: anc en

(10) with green caps for whole blood
Two (2) absorbent pads

Biohazard label

UN 3373/Diagnostic specimen label
One FedEx shipping form

One ice pack

One shipping container

Blood Collection:

1. Timing: If patient cc ser*is ( ‘tainea, serum anc vhole | ood should be
drawn at prestudy (pr. (0 initic .ion of treaf™~nt)

2. The d=te nd t =2 of &t _ pblood drav _ 9. 1L note . on the Specimen
St .ussior Forr . Subjects sho lc be sec 2d ‘or at least five minutes
aric * ulo0oL  _aection.

2 me - the specimé  su mi icn orm and enter the requested
inf rmation: visi ..U ber, - llection date and time, initials of
pilebotomist ©  d pe rticipe 't study ID number. The date of onset of the
menstr- " <yc.e hot d be noted, if relevant.

4, Remov. the red .up Vacutainer® tube and the eight tan capped vials.
Label the 4+ s with the date of the draw, patient ID number, and patient
initials.

5. Using the red-top Vacutainer® blood collection tube and a double ended

needle, draw 10 mLs of blood. Invert the tube five times to initiate
clotting. The red-top tubes should sit at room temperature from a
minimum of 30 to a maximum (preferred) of 60 minutes to allow the clot
to form and then be refrigerated (4°C) from a minimum of 30 to a
maximum (preferred) of 60 minutes before centrifugation.

6. Centrifuge the red-top Vacutainer® tube for for 15 — 20 minutes at <
1,300 g (rpm will roughly = 10,000/square root of the radius in cm from
the center of the centrifuge rotor to the bottom of the tube), preferably
using a refrigerated centrifuge. Use of a non-refrigerated centrifuge
should be noted on the specimen submission form.
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Using a plastic, disposable pipet, transfer 0.5 mL of serum to each of the
eight (8) tan capped vials. Close the vials securely.

Write on the matching serum log sheet any comments such as problems
with blood draw, insufficient volume, spills, etc.

Freeze the tan capped vials in a -20°C freezer.

Use the purple-top Vacutainer® blood collection tube and a double-
ended needle, draw 7 mLs of blood. Invert the tube five (5) times to
ensure adequate mixing of the anticoagulant. Using a plastic,
disposable pipet, transfer the well mixed contents of the purple-top tube
to the labeled, green capped cryovials. Freeze the green capped vials in
a -20°C freezer.

Institutions should also complete the appropriate Specimen Collection
Tracking Form available in the "CRA  Workbench" at
http://www.swog.org.

Shipping Instructions

1.

Place the frozen tan capped cryovials into a biohazard bar~ ¢ tan ¢ an
absorbent pad. Place the green capped cryovie’ nto se. d
biohazard bag containing an absorbent pad.

Add dry ice to the shipping container “_.efer. nle). If dry ice is not
available, the frozen ice pack (incl~»a 1* _ ki, ~ y be used. Place
the biohazard bags containing th  cryavic 5 on *2p of the dry ice (or ice
pack) and place the lid on tr otyrc © .un cc  _uner. Place the completed
specimen submission f~ m n* 3¢ *he Styrofoam ¢/ . "Mer, inside the
shipping box. Closc e ship 'ng box and seal w™ h packi g tape. Place
the UN 3373/Diagno. ° opeci 'ens and Biohaz7 « 'abel o~ the outside
of the box - ... 'sethe “er”” .. label that w¢ s “lude. int _ kit to ship the
box.

N0 - _ship ~riday. If e .den is ¢ awn on Friday, please place the
rrvoy Als T a-20°C fremzer . ~ .. e foll .ving week and then ship.

T _ase fax a copy or tt » Fe_-x form to 716/845-1356, so that the
receivina lab . tory can _xpect shipment and is able to track the
packa¢ : ~ any shiping problems occur. Please note that the
labora. ry ill replace all blood collection kits sent with a new kit
so that . st utions will always have a kit available for future blood
draws.

Fax the page from the patient consent that includes the patient contact
information for the antioxidant substudy (if consent is obtained) to the
attention of Dr. Christine Ambrosone at 716/845-8125 (see Section
15.3).

Ship all specimens by overnight delivery to:

Lab #110: SWOG Breast Lab — DNA Analysis
Roswell Park Cancer Institute
Elm & Carlton Streets
Buffalo, NY 14263
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Contact: Warren Davis, Ph.D.

Phone: 716/845-8165

Fax: 716/845-1356

E-mail: Warren.Davis@RoswellPark.org

Antioxidant Use Questionnaire

a.

Institutions are encouraged to seek additional patient consent to submit
information for the following substudy:

Patient questionnaire regarding patient lifestyle habits and patient use of
medications, vitamins, and supplements while on protocol treatment.

Directions

1. Fax the page from the patient consent that includes patient contact
information for the antioxidant substudy (if consent is obtained) to
716/845-8125, Attn: Dr. Christine Ambrosone. Write the SWOG patient
ID number on the page as well as the institute study coordinator name.
Patients will then be contacted by a representative of Roswell Pa*’
Cancer Institute (RPCI) regarding lifestyle habits and the use of ce al.
medications, vitamins, and supplements while on protocol tre "mer at
the following timepoints:

i. Prestudy (prior to beginning protocol trea*  1t);
ii. At the end of protocol treatment:

iii. Annually (from the date .« initiai "egis* ation) according to the
follow-up timeframe _udine * ., Sec .. 7.14.

Note: Current S02° . patiel s that ..ave conse ted © 1e antioxidant
guestionnaire schedy - us ori, nally planned m7 ;, “pt o' . »” the annual
guestionn=" . * any wme If this occur , , =2ase -~on ..t the staff at
Roswr™ F vk C. 1cer Irsutute (RPC” ¢ 7 5/8 3-81u5 so that the RPCI
sttt can upd: e their datak iee cco dit Jly and stop further
Tue Y oanain untacts.

- in. ru_.dons for 'ns. ttions 1. do _not allow patients to be
~ .atacted dir>ctly RF | w.. provide a brief questionnaire regarding
lifestyle habi', anc the .se of certain medications, vitamins, and
supple €. 's w ‘le on protocol treatment. The antioxidant use
guestic na » car. be provided in the blood collection kit upon request
(see Secu ar 15.2). The Study Coordinator should write the patient's 1D
number on (he inside of the questionnaire before giving it to the patient
and then fax the questionnaire administration form to 716/845-8125,
Attn: Dr. Christine Ambrosone. The patient should complete the form
(the questionnaire takes about 20-30 minutes to complete). The patient
should then return the questionnaire in the stamped envelope that will be
provided. Except for the information used to contact the patient, the
information provided in the questionnaire will not have the patient's name
or other personal identifying information on them.
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3. Additionally, institutions are encouraged to seek additional patient
consent to allow the whole blood specimen collected above (See Section
15.2) to be used to evaluate if genetic polymorphisms that impact levels
of oxidative stress will affect toxicity and disease free survival (or modify
relationships between antioxidant use and treatment outcomes).

NOTE: In order to expedite the local IRB approval of the Antioxidant Use

Questionnaire, the document can be downloaded from the Southwest Oncology
Group website link for this study, http://www.swog.org.

ETHICAL AND REGULATORY CONSIDERATIONS

The following must be observed to comply with Food and Drug Administration regulations for the
conduct and monitoring of clinical investigations; they also represent sound research practice:

Informed Consent

The principles of informed consent are described by Federal Regulatory Guidelines ‘Fec ral
Register Vol. 46, No. 17, January 27, 1981, part 50) and the Office for Protection # 71 Re ~¢ =h
Risks Reports: Protection of Human Subjects (Code of Federal Regulations © = FR . 3). . wy
must be followed to comply with FDA regulations for the conduct an~ ~onitc ng ¢ clinical
investigations.

Institutional Review

This study must be approved by an appropriate i~ awtic = . rew . committee as defined by
Federal Regulatory Guidelines (Ref. Federal Re- ‘st V- . 4. No. 17, January _, 1981, part 56)
and the Office for Protection from Research = .sks Re arts: F.otection of "'un.an ubjects (Code
of Federal Regulations 45 CFR 46).

Drug Accountability

Drug supplies must F ‘e ° ase ¢, limited a- _ss ¢ orar : ~rea under the recommended
storage conditions.

Monitoring

T s udy w..  .e monitore¢ L tne “lir. cal Data Update System (CDUS) Version 3.0.
Cumule 've ~ DUS data will be ‘ub ‘ittea juarterly to CTEP by electronic means. Reports are

due v ary 31, April 30, July 31 'nc October 31.
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16.1  Adverse Event Reporting Requirements

a.

Purpose

Adverse event data collection and reporting, which are required as part of every
clinical trial, are done to ensure the safety of patients enrolled in the studies as
well as those who will enroll in future studies using similar agents. Adverse
events are reported in a routine manner at scheduled times during a trial.
(Directions for routine reporting are provided in Section 14.0.) Additionally,
certain adverse events must be reported in an expedited manner to allow for
more timely monitoring of patient safety and care. The following guidelines
prescribe expedited adverse event reporting for this protocol. See also Appendix
19.7 for general and background information about expedited reporting.

Reporting methods

This study requires that expedited adverse event reporting use the NCI's
Adverse Event Expedited Reporting System (AdEERS). The NCI's guidelines for
AdEERS can be found at http://ctep.cancer.gov. An AJEERS report must be
submitted to the Southwest Oncology Group Operations Office by one of tk
following methods:

e Electronically submit the report via the AJEERS ‘eL ~a =d
application located at http://ctep.cancer.gov, or

e Only if submitting electronically is ot possl ‘e, tax the
completed NCI Adverse Event Expe " .ed F ovort Single Agent or
Multiple Agents — paper templa* , 1 @ L a._ * _//ctep.cancer.gov,
to 210/614-0006.

When to report an eventin an e Ye. ‘e”’ ma, ver

Some adverse events may t - .«e 24 1our notification ‘'« =r to 2*le 16.1) via
AdEERS and/or t~ __ ‘red re nic .s) and mett a frep ‘ting, i.e., phone or
fax.

Wher "~ & » .see\ .requires e _dite 'rep rting, submit the report within 10
cale «dar day of' .rning of the eve, -

Ot :r recipients of ad « 'se ¢ /ent r. ports

The Operations Oft. = wil. forward reports and documentation to the appropriate
regulatory agenc s nd drug companies as required.

Adverse events determined to be reportable must also be reported according to
local policy and procedures to the Institutional Review Board responsible for
oversight of the patient.

Expedited reporting for commercial agents

Commercial reporting requirements are provided in Table 16.1. If there is any
guestion about the reportability of an adverse event or if on-line ADEERS cannot
be used, please telephone or email the SAE Program at the Operations Office,
210/614-8808 or adr@swog.org, before preparing the report.
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1. Expedited reporting requirements for adverse events experienced by

patients who have received commercial drugs on this study.

b Submissi
reporting

Attribution Grade 4 Grade 52

Unexpected Expected Unexpected Expected
Unrelated or Unlikely AdEERS AdEERS
Possible, Probable, Definite AdEERS AdEERS AdEERS
AdEERS: Indicates an expedited report is to be submitted via NCI AAEERS within 10 calendar days of

a This includes all deaths within 30 days of the last dose of treatment with a commercial agent(s),
regardless of attribution. Any death that occurs more than 30 days after the last dose of treatment with a
commercial agent(s) and is attributed (possibly, probably, or definitely) to the agent(s) and is not due to
cancer recurrence must be reported according to the instructions above.

Operations Office in order to complete the evaluation of the event. If requested, the sne. ‘ea ~ta
should be sent by fax to 210-614-0006.

learning of the event .

on of the on-line ADEERS report plus any necessary amendments generally completes th.
requirements. You may, however, be asked to submit supporting clinical date "0 tht

f. Reporting secondary AML/MDS/ALL

1.

All cases of acute myeloid leuke, a (AM. ac' e lymphocytic leukemia
(ALL), and myelodysplastic .yndr. ¢ (ML , that occur in patients on
NCI-sponsored trials “llc iir- cI motherapy for .. cer must be
reported in AEERS

i. In .c. nols u. 2 _TCAE Versic 4 ) tor AE cporting, three
0} ‘ons. ‘e ava.able to desc ... tr. atn. nt-re.ated events:

e . .Kemiasecc .aryt. onc ey chemotherapy

- Myelodysp’stic ~,.. '*c ne. OTE: The only grading option
for "My 2lc ., splastic  y1.drome" is Grade 4, life-threatening.
If -2por ng M S t.... Is other than Grade 4, use “Neoplasms
b 1 9n, naligr..nt and unspecified (incl cysts and polyps) -
Othe (s, ecify,_ )" and insert MDS as the specify term.
“reati .ent related secondary malignancy

ii. In protocols using CTCAE Version 3.0 for SAE reporting, the
event(s) can be reported as “Secondary malignancy-Other
(specify, __)". Report MDS as “Myelodysplasia,” in the
BLOOD/BONE MARROW category.

iii. Secondary malignancies other than AML/ALL/MDS that are
related to protocol treatment must also be reported in ADEERS.

iv. Non-treatment related cases of AML/ALL/MDS must be reported
as follows:

In protocols using CTCAE Version 4.0 for SAE reporting, report

as “Neoplasms benign, malignant and unspecified (incl cysts
and polyps) - Other, specify”
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In protocols using CTCAE Version 3.0 for SAE reporting, report
MDS as “Myelodysplasia” and Leukemias as “Blood/Bone
Marrow - Other (Specify, __ )"

For more information see:
http://ctep.cancer.qov/protocolDevelopment/default.htm#adverse events
adeers

The following supporting documentation must also be submitted within
30 days:

e acopy of the pathology report confirming the AML/ALL /MDS
diagnosis
o (if available) a copy of the cytogenetics report

Submit the Report and documentation to:
Investigational Drug Branch and Southwest Oncology Group
by fax at 301-230-0159 ATTN: SAE Program
4201 Medical Drive, Suite 2. )
San Antonio, Texas 7&” 29

NOTE: If a patient has been enrolled in more than ¢ - NCI-. ‘ons. d
study, the report must be submitted for the most r~ =t tric
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18.0 MASTER FORMS SET

18.1

18.2

Attached are copies of all data forms which must be completed for this study. The Model
Informed Consent form is also included, and must be reviewed and approved by the
Institutional Review Board prior to registration and treatment of patients on this study.

Forms to be used for patients treated on this study include:

a. S0221 Registration Form (Form #53454) (3/15/08); Southwest Oncology Group
Registration Form Code Sheet (10/24/06)

b. S0221 Breast Cancer Prestudy Form (Form #20608) (8/1/11)

C. S0221 AC Treatment Form (Form#49303) (1/7/11)

d. S0221 AC + G Treatment Form (Form #35457) (2/15/06)

e. S0221 Paclitaxel Treatment Form (Form #46970) (1/7/11)

f. S0221 AC or AC + G Adverse Event Form (Form #40563) (11/7 . ")

g. S0221 Paclitaxel Adverse Event Form (Form #29134) (2 (5/08)

h. Off Treatment Notice (Form #1974) (10/15/07)

i. Notice of Death (Form #38060) (10/" " .u2)
J- Follow-Up Form (Form #612 ) (5/1, 1)
k. S0221 Supplemer’ . ¢ ‘ow-U, & .1 (Form #115 3) 13/15; 3)

l. S0221 Tra uziaw 'Jse -orm (Form #58 98) = ./1b.°7

s
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For IRB use only, not to be included in patient information.

This model informed consent form has been reviewed by the DCT/NCI and is the official consent
document for this study. Local IRB changes to this document are allowed. (Institutions should attempt to
use sections of this document which are in bold type in their entirety.) Editorial changes to these sections
may be made as long as they do not change information or intent. If the institutional IRB insists on
making deletions or more substantive modifications to the risks or alternatives sections, they may be
justified in writing by the investigator and approved by the IRB. Under these circumstances, the revised
language, justification and a copy of the IRB minutes must be forwarded to the Southwest Oncology
Group Operations Office for approval before a patient may be registered to this study.

Readability Statistics: Flesch Reading Ease 64.0 (targeted above 55)
Flesch-Kincaid Grade Level 8.7 (targeted below 8.5)

S0221, "Phase Ill Trial of Continuous Schedule AC + G Vs. Q 2 Week
“Schedule AC, Followed by Paclitaxel Given Either Every 2 Weeks or
Weekly for 12 Weeks as Post- -Operative Adjuvant Therapy in Node-

Positive or High-Risk Node-Negative Breast Cancer"

This is a clinical trial (a type of research study). Clinical trials include only patients who cht Hsu
to take part. Please take your time to make your decision. Discuss it with your . 'v  d
friends.

You are being asked to take part in this study because you have breast ran er that is « »nsidered
high-risk.

WHY IS THIS STUDY BEING DONE?

The main purpose of this study is’_cc ~ are e effects (goo a d bad) of
two different treatments (or “re i~ 1s” for breast canct  (11/ .2/10) These
two treatments include e~-~ntiall, the ~arne drugs v 70 iffe  .cwaysand
on different schedul~s. 11/. */10), .a of the tr- "™ nts 1se s andard,
commercially ax' aable  vedi ines that are } nowr to e ffective for treating
breastcanc . T. cnanc wnatyour ¢ .icer vill #* irnor spread depends on
anumher €£ *9p  “‘oushould ‘scu ,w *t ycur health care provider

and ur . study Jdoctor what t. e _h nce ¥~ return or spread is in your

par cular case both with : dw thou various treatments.

“+ _ researchers wou 1a @0 like to learn whether there is any link between
DNA or protein patter. (rom racial/ethnic groups and how your body
metabolizes drugs and hormones. By analyzing your DNA or protein,
researchers may be able to predict whether racial/ethnic groups with breast
cancer will respond to specific drug therapies and whether this information
can predict breast cancer survival. If you agree to submit to blood samples
for this purpose, small amounts of your blood will be sent to a central
laboratory where the DNA or protein will be extracted and analyzed. The
studies done on your blood may lead to discoveries that may help future
patients with breast cancer. (paragraph added 9/22/04)

How MANY PEOPLE WILL TAKE PART IN THE STUDY?
About 3,250 people will take part in this study. (9/15/06)
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WHAT IS INVOLVED IN THE STUDY?
SCHEMA (updated 11/12/10)

Stage I-1lI

Breast Cancer

RANDOMIZATION

Arm 5 .m6
AC + PEG-G x 4 cycles r ~+PEl G icycles
followed by llowed by
g2wk T+ PEG-G x 6 weekly T 12 w ks
A = doxorubicin; C = cyclophos, ami-'e; - = paclitaxel; P=G- 5 = egl. - stim
NOTE: Women with HFR-2 ~~* a1 » ,may havet stu. . 1 He ceptin®) added to their treatment.

NOTE: Hormoral the. oy (¢ ch as tamoxifen nas. -0zol. or goserelin) will be given if your tumor
is estrogen © e r-posSi.. . Of progeste ui ° rece “toi positive. Trastuzumab (Herceptin®) may be
added to . our trea. »~ . if your tumor te. s p sitive for the human epidermal growth factor receptor-
type 2 (or 'ER !). (added 9/15/06)

You will be "randomized" into one of the study groups described below.
Randomization means that you are put into a group by chance. It is like flipping a
coin. Which group you are put in is done by a computer. Neither you nor the
researcher will choose what group you will be in. You will have an equal chance
of being placed in each group.

Regardless of which group you are assigned to, you will receive three
chemotherapy drugs that are commonly used to treat breast cancer: Doxorubicin
(also called Adriamycin), cyclophosphamide (also called Cytoxan) and paclitaxel
(also called Taxol). The doxorubicin and cyclophosphamide are given the same
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way to all patients. The paclitaxel is given differently in Arms 5 and 6. The
numbers of the arms start at 5 because the study has been changed, and arms 1-4
are no longer being studied. (11/12/10)

If you are assigned to Arm 5, you will receive the chemotherapy drugs
doxorubicin and cyclophosphamide through a needle in your vein on Day 1 and
pegfilgrastim as a shot under the skin on Day 2 every 14 days for four cycles
(with each cycle being a 14-day timeframe). (11/12/10) Two weeks after
completing your last doxorubicin/ cyclophosphamide treatment, you will begin to
receive the drug paclitaxel through a needle in your vein for 3 hours on Day 1 and
on Day 2 pegfilgrastim is given as a shot under the skin every 14 days for six
cycles.

(paragraph deleted 11/12/10)

If you are assigned to Arm 6, you will receive the chemotherapy drugs
doxorubicin and cyclophosphamide through a needle in your vein on Day 1 and
pegfilgrastim as a shot under the skin on Day 2 every 14 days for four cycles
(with each cycle being a 14-day timeframe). (11/12/10) Two weeks afte
completing your last doxorubicin/ cyclophosphamide treatment,* .. wili =ce:
the drug paclitaxel through a needle in your vein for one ho' ¢ . one ‘ay e ery
week for 12 weeks.

(paragraph deleted 11/12/10)
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(deleted 11/12/10)

Regardless of which study arm you are assigned, you should drink 8 - 10 glasses
of water per day while you are on cyclophosphamide.

Hormonal therapy will be given to you if your tumor is estrogen receptor-positive
or progesterone receptor-positive as defined in the treatment plan. Hormonal
therapy will be given within 1-28 days of completing adjuvant chemotherapy or at
the discretion of your physician, within 1-28 days of the completion of radiation
therapy, if given.

If you have tumors that are estrogen receptor-negative and progesterone receptor-
negative, you will receive no adjuvant hormonal therapy.

If your tumor is estrogen receptor-positive or progesterone receptor-positive and
you are a pre-menopausal woman (you have had your period within one year prior
to entering the study) you could receive the following hormone treatments:

Tamoxifen 20 mg once a day for five years, or
Tamoxifen 20 mg once a day for five years plus removal of yo'* uva ‘es . -
receive medical treatment to stop your ovaries from functinning r fi\ » years
(9/15/06)

e An aromatase-inhibitor for five years plus remov- of yu r ov ries or receive
medical treatment to stop your ovaries from “.ac = .ig1c. ..ve years.
(9/15/06) (sentence deleted 11/14/11) /- dc d " 9/+ 05 (9/15/06)

If your tumor is estrogen receptor-~ oitiv .. prc_esterone receg Jr- ositive and
you are a post-menopausal womar V- . he 2 not had your p ‘od fc af least one
year before entering the <* "« but >t b~ .ause of pre¢ . “y) ) ‘U C ..d receive

the following hormer 2 « ~atm 1ts:

Tamoxif~ 20. -~ aday .. five years i
An aro. at~~-f ik gr (such as nas .. 'e fe...era or aromasin) for five
aars, r

‘entel e ucieted 11/14/ 1)

I~ completed " | ~ais ¢ © hc 'monal therapy, you may receive an additional
" years of therapy viu an a dmatase inhibitor at the discretion of your doctor.
(added 9/15/06)

If you are a male whose tumor is estrogen receptor positive or progesterone

receptor positive you could receive tamoxifen 20 mg a day for five years as your
hormone treatment.
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(paragraph added below 10/7/05)

If you have tumors that are HER-2 positive (HER-2, human epidermal growth
factor receptor 2; protein involved in the growth of some cancer cells), you may
receive trastuzumab (Herceptin) either concurrently with the paclitaxel phase of
therapy on any of the arms or sequentially (within 3 months of the last dose of
paclitaxel). If trastuzumab is administered, you will first receive an initial loading
dose of the drug through a needle in your vein, then you will receive one (1)
weekly dose of trastuzumab or a dose every three weeks (or a combination of
these schedules), depending on the decision of your study doctor. Regardless of
dosing schedule, you would be given trastuzumab for a total of 52 weeks. The
addition of trastuzumab is considered optimal treatment for patients with HER-2
positive tumors. The drug is not a specific part of this study and will not be
supplied through the study. (sentence deleted 9/15/06)

If you agree to submit samples for DNA polymorphism and/or serum
analysis the following will be done:

A total of 17 mL of blood will be collected (one 10-mL tube for serum pr~*ein
analysis and one 7 mL tube for DNA analysis). Blood samples will ¥ >« br*t¢ |
before you begin treatment. The samples will be sent to a central .a 9ratc 'y fo.
testing. (last two paragraphs added 9/22/04) (last sentence .cicied 1 /7/0.; This
is not mandatory. You can still take part in the treatm~ .. st dy if */ou uo not
submit specimens for this testing. (last two senter-e. ad~:d . 22 .0)
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How LONG WILL | BE IN THE STUDY?

(sentence deleted 11/12/10)

We expect that your initial treatment will take about 20 weeks. (11/12/10)
Patients with estrogen receptor-positive or progesterone receptor-positive tumors
will receive five years of hormonal therapy after their initial treatment.

After your initial treatment is done we would like to examine you every six
months for the first 5 years and then once a year for a maximum of 15 years to see
how you are doing. (9/22/04) (10/7/05) (9/15/06)

(paragraph deleted 9/15/06)

The researcher may decide to take you off this study if your disease gets worse
despite the treatment; the side effects of the treatment are too dangerous for yo;
new information about the treatment becomes available and this informatinn
suggests the treatment will be ineffective or unsafe for you. Itisunlie L *t e
study may be stopped early due to lack of drug supply or lack of .. ing.

WHAT ARE THE RISKS OF THE STUDY?

While on the study, you are at risk for thes. side e\ 2cts You should discuss
these with the researcher and/or your cgula udocto.. There alco may be
other side effects that we cannot * .edic  Othe “drugs may b g en to make
side effects less serious and uncc ~“.itak ». Many side e’ ~tsgr aray
shortly after the drug *' ... ~ies a * <’ _pped, but in 50, *e ca s ¢<.ue effects
can be serious or !~ .g-y sting or permanent

Risks and *.uc efi .ts relaed to the dc orub cin ~ _lophosphamide, and
pegfi'  ~st.. .o At cntincludz: (. 20/.1)

Like : (de .orupicin, cyclopt . “phe mide, egfilgrastim) (1/20/11)

» "lausea and vom. iny

Loss of appetite

Heartburn

Hair loss

Low white blood cell counts which may make you more susceptible to

infection

e Low platelet counts which may make you bruise more easily and bleed
longer if injured

e Low red blood cell counts which may cause tiredness, shortness of breath
or fatigue

e o o e
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Amended 9/22/04

Amended 1/1/08

Revised 1/20/11 S0221
Revised 6/9/11 Page 63
Revised 7/14/11

Less Likely:

Sores in the mouth

Hand-foot syndrome (tingling pain and redness of the hands and feet)
Change in color of fingernails and toenails

Loosening of fingernails and toenails

Inflammation or damage to the skin and around the 1V tubing.
Bladder inflammation (prevent this by drinking 8 - 10 glasses of water
each day and emptying your bladder frequently)

(deleted 1/20/11)

Bone or joint pain (9/22/04) (7/14/11)

Cramps in the legs or back (9/22/04) (7/14/11)

Rare but Serious: (section updated 1/1/08)

Heart damage

Increased risk of blood cancer or other secondary cancers

Spleen Rupture (related to pegfilgrastin use): Your spleen may b. ~om
enlarged and can rupture while taking pegfilgrastin. A rup* .ec spi
can cause death. The spleen is located in the upper left cecac  of y ur
stomach area. This pain could mean your spleen is e rarged o, vuptured.
(1/20/11)

Serious Allergic Reactions (related to pe~ .igre a1 use). regfilgrastin
can cause serious allergic reactions ".he = cac. ~ .o can cause a rash
over the whole body, shortness f1 e~ A, heezing, dizzir .>. swelling
around the mouth or eyes, f. 't r* Ise and sweating. ( 20711

A serious lung proble~- callec cut- respiratory o “tres. syn ome
(ARDS) resultir~ iy shor ness ¢. preath, tr.. "l bro athii g, or a fast rate
of breathing ave be 11 ported in patie ws u ing > gfilgrastin. (1/20/11)

Risks and '~ *fe ‘= clated totk pa .. € trcatment schedule:

Lik vy

°

I ow white blooa ~er <our s v.hich may make you more susceptible to
Infection

Low platelet counts which may make you bruise more easily and bleed
longer if injured

Low red blood cell counts which may cause tiredness, shortness of breath
or fatigue

Mild to severe allergic reaction, which may be life threatening with hives
Wheezing and low blood pressure

Numbness and pain of the hands and feet that sometimes worsens with
additional treatment and may not disappear after the drug is stopped.
This may lead to difficulty walking, buttoning clothes, etc.

Hair loss

Muscle weakness and muscle loss

Muscle and joint aches

7
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Page 64
Amended 9/22/04

Less likely:

e Aslowing of the heart rate (a slow pulse is not harmful; however if you
should develop any other changes in heart rate during treatment, tests
may be required)

Irregular heartbeats

Heart attack

Nausea and/or vomiting

Diarrhea

Sores in the mouth or throat

Fatigue

Lightheadedness

Headaches

Kidney damage

An increase in blood lipid levels which could increase risk of hardening of
the arteries

Liver damage

Confusion

Mood changes

Skin irritation and swelling if the drug leaks from th- ve.ninc wh._ hitis
being injected into the surrounding skin

Changes in taste

Irritation of the skin at a site of previnu. rafia. n

Rash

Inflammation of the colon, r-..crea. urlun s

Blurred vision or other chan, = «n ey sight such as sf , atior of flashing
lights or spots.

Rare but Seri~s.

e '.ve ‘allure
e welli 3o the brain
e St .es

“t he following are risk. *".at may or may not be associated with three
different types of hormonal therapies (tamoxifen, anastrozole, and goserelin).

Tamoxifen

Likely: (9/22/04)

Hot flashes

Nausea (vomiting is rare)

Vaginal bleeding
Vaginal discharge and dryness
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Page 65

Amended 9/22/04
Amended 10/7/05

Menstrual irregularities
Skin rash

Less Likely

Increase in calcium in the body
Swelling in the arms, legs, hands and feet
Loss of appetite

Distaste for food

Genital itching

Depression

Dizziness

Headache

Leg cramps

Lightheadedness

Hair thinning or partial hair loss
Confusion

Tiredness

Abdominal pain or cramping (9/22/04)

Rare, but Serious (section added 9/22/04)

Blood clots in areas such as the lur 5, leg und e, .5 (10/7/05)
Cataracts

Secondary malignancy such =~ .dor <trial cnacer (7. led 1’ /7/05)

Anastrozole

Likely (9/2 /04)

-

e o6 o o e

ause. ai....ur vomitini

S. ™ * .roat

' ‘ot flushes

Weakness

Joint pain

Depression

Rash

Tiredness

Less Likely

Diarrhea
Trouble breathing
Back pain or bone pain
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Amended 9/22/04
Amended 12/13/04

Constipation

Cough

Chest Pain

Dizziness

Flu syndrome

Fever

Headache

Loss of appetite

Stomach pain

(item deleted 12/13/04)
Numbness and tingling in hands and feet
Fluid retention

Sweating

Urinary tract infections
Muscle pain

Increased blood pressure
Abnormal liver function test (10/7/05)
Bone fractures

Vaginal bleeding

Decreased red blood cell count
Difficulty sleeping

Thinning hair

Vaginal dryness

Sleepiness

Increased cholesterol

Dry mouth

Rare but Serious (©'_2/. ")

Blood 1 ots
S "€acur S hevolving ul-er

Gose elir

L_aely:

Menstrual periods stop for a while
Hot flashes

Headache

Mood change

Loss of libido

Change in breast size

Vaginal dryness

Sweating

Loss of bone density

S0221
Page 66
Amended 10/7/05
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Amended 9/22/04 Revised 5/21/10 S0221
Amended 9/15/06 Page 67
Revised 1/5/12

Less Likely: (9/22/04)

e Menstrual periods stop often and for a long time
e The influence of goserelin on breast cancer recurrence risk is unknown.

(new sections added 9/15/06)
Risks and side effects related to the trastuzumab (for patients with HER-2
positive tumors) include the following:

Likely (occurring in > 20% of patients): (sentence deleted 5/21/10)

(updated and moved to Rare but Serious 5/21/10)
(deleted 5/21/10)

(updated and moved to Less Likely 5/21/10)
(updated and moved to Less Likely 5/21/10)
(updated and moved to Less Likely 5/21/10)
(updated and moved to Less Likely 5/21/10)

Less Likely (occurring in <20 % of patients) (Section updated o/z /10)

e A condition in which the heart muscle is abne~ .ally nlar ed or

thickened. (updated 5/21/10)

(deleted 5/21/10)

Loss of appetite (updated 5/21/17)

Diarrhea

Fever associated with 4anger. sly '9vv levels of - ~/pc ¢ wh - lood cell

(neutrophils) (urde. 2d 5 1/10)

Lack of enov «1red . ‘oor cells (anemia; (Lpd: .eu ~/* 1/10)

o (deleted . ./1.

e Devea. . 2 7 sabilitytopr mp sloo A Jduring the “active” phase of the

eart, 22’ /= stole) (add=d 5.21/1.)

e  'uid 1thesacarnun’ hel 2art \udded 5/21/10)

o Inmammation (s 'el. 1g a. 1 r2dness) of the sac around the heart (added
5/21/10)

e Fast heartbeat; reguiar rhythm (added 5/21/10)

Fast heartbeat usually originating in an area located above the ventricles

(added 5/21/10)

Belly pain (added 5/21/10)

Irritation or sores in the lining of the mouth (added 5/21/10)

Nausea or the urge to vomit (updated and moved from Likely 5/21/10)

VVomiting (added 5/21/10)

Chills (added 5/21/10)

Fatigue or tiredness (updated and moved from Likely 5/21/10)
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Revised 5/21/10

Revised 1/5/12 S0221
Page 67a

Fever (added 5/21/10)
Flu-type symptoms (including body aches, fever, chills, tiredness, loss of
appetite, cough) (added 5/21/10)
Chest pain not heart-related (added 5/21/10)
Pain (added 5/21/10)
Reaction that can occur during or following infusion of the drug. The
reaction may include fever, chills, rash, low blood pressure, and difficulty
breathing (added 5/21/10) (updated 1/5/12)
Infection (added 5/21/10)
Increased blood level of a liver and bone enzyme (alkaline phosphatase)
(added 5/21/10)
Increased blood level of a liver enzyme (AST/SGOT) (added 5/21/10)
(deleted 1/5/12)
Increased blood level of a liver enzyme (GGT) (added 5/21/10)
Decreased number of a type of white blood cell (neutrophil/granulocyte)
(added 5/21/10)
(deleted 1/5/12)
Joint pain (added 5/21/10)
Back pain (added 5/21/10)
Bone pain (added 5/21/10)
Muscle pain (updated and moved from Likely 5/21/10)
Pain in the area of the tumor (added 5/21/10)
Headache or head pain (added 5/21/10)
Inflammation (swelling and redness® _r« > _aer * _. of the peripheral
nerves (those nerves outside of " ya 1~ .d . vinal cord) cav .. ' numbness,
tingling, burning (added 5/2. 10
(moved to Rare but Seri~us 1/5, 2)
Stuffy or runny no. », sn. zing .uded 5/21/7. 7}
(moved to Ra : put St iou 1/5/12)
Cough “.uw.ea - 21/10,
Sk-~tnc  _. “r. a1 (added 5/2 "10)
J)ecre se *» .1e oxygen supj ly t¢ 1 tic. e (added 5/21/10)
 2letr . 1/5/12)
(moved to Rare b tS -ious 1/5.12)
Acne (added 5/21; 9)
Skin rash with the presence of macules (flat discolored area) and papules
(raised bump) (updated and moved from Likely 5/21/10)
Hives (added 5/21/10)
High blood pressure (added 5/21/10)
Low blood pressure (updated and moved from Likely 5/21/10)
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Revised 5/21/10 S0221
Revised 9/30/11 Page 67b
Revised 1/5/12

Rare, But Serious (occurring in < 3% of patients)

(paragraph deleted 5/21/10)

e Allergic reaction by your body to the drug product that can occur
immediately or may be delayed. The reaction may include hives, low
blood pressure, wheezing, swelling of the throat, and difficulty breathing
(updated and moved from Likely 5/21/10) (updated 1/5/12)

e Serious, life-threatening allergic reaction requiring immediate medical
treatment by your doctor. The reaction may include extremely low blood
pressure, swelling of the throat, difficulty breathing and loss of
consciousness. (added 5/21/10) (9/30/11) (updated 1/5/12)

e Abnormal build up of fluid in the lungs (added 5/21/10)

e Scarring of the lungs that can cause shortness of breath and interfere
with breathing (added 5/21/10)

e Severe potentially life-threatening damage to the lungs which can lead to
fluid in the lungs (added 5/21/10) (updated and moved from Less Likely
1/5/12)

e Sudden constriction of the small airways of the lung that can cars.
wheezing and shortness of breath (added 5/21/10) (updated - . m eu ™~ m
Less Likely 1/5/12)

e Inflammation of the lungs that may cause difficulty * reathing nd can be
life-threatening (added 5/21/10) (updated and ~ _ved f. "m L 3s Likely
1/5/12)

Reproductive risks: Because the dr'1g. 'n *his “tudy can affec* _.> unborn
baby, you should not become p: ynant + father a baby v hile or this study.
Women should not nurse a baby «ile 01 this studv  As'. houl >~ .nseling
and more informatiori -oou oreve _ng pregn-~cy L xorc vicin and
cyclophosphami~'. may Iso amage reproc A v ce 's :ggs) and if you are
amenstrue*”. 3w ..ann. , pegin hav .Jiri2gu 3* menstrual periods or
stop mensy =g " _gyether.

Ver rare /, severe bleedi' ' or nfec. on may result from lowered blood
counw., ...d could be (. al.

k-or more informatior. ~F Jut risks and side effects, ask the researcher or
contact

Risks from venipuncture (needed for drawing blood samples for DNA
polymorphism/serum analysis): The risk from venipuncture is very small.
There may be some bruising or bleeding at the site the blood is drawn.
(paragraph added 9/22/04)

ARE THERE BENEFITS TO TAKING PART IN THE STUDY?

We cannot and do not guarantee that you will benefit if you take part in this
study. The treatment you receive may even be harmful. Your doctors feel
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Page 67c
Revised 1/5/12

that your participation in this study will give you at least as good a chance as
you might expect from other treatments. We hope the information learned
from this study will benefit other patients with breast cancer in the future.

The possible benefits of taking part in the study are the same as receiving
similar chemotherapy without being in the study.

There is no benefit to taking part in the DNA polymorphism/serum analysis
portion of the protocol. There may be some benefit to patients with breast
cancer in the future. (paragraph added 9/22/04)
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Amended 9/22/04

WHAT OTHER OPTIONS ARE THERE?

Instead of being in this study, you have these options:

You may be able to receive the same treatment combinations in this study
without being in the study. You may choose to receive other chemotherapy
combinations commonly used for this type of breast cancer without being in
a study. You may be eligible for other treatment studies. You may also
choose to have no anti-cancer treatment at this time (with care to make you
feel more comfortable).

There may be other ways (besides the DNA polymorphism/serum analysis
used in this study) of determining breast cancer survival. The methods used
in this study are comparable to others that may be available. You also have
the option of not having this procedure done on your blood samples. Please
talk to your doctor about these and other options. (paragraph added 9/22/04)

WHAT ABOUT CONFIDENTIALITY?

Efforts will be made to keep your personal information confi~~ntial. ‘We « 'nnot
guarantee absolute confidentiality. Your personal informat >n may be lisclosed if
required by law.

Organizations that may inspect and/or ce~, yo. -~ csea . records for quality
assurance and data analysis include ~ ou, =~ .ch s: the Nationa' _c 'cer Institute
or its authorized representatives, . = F 2d nd Drug Admini® -ation Amgen
Pharmaceutical Companv = +the & uth- 2st Oncolog « -oup. (la .entence
deleted 9/22/04)

If we publi v i ormation we learn fi 'm thi. stt “ «n a medical journal, you
will = _~e i el sy name orin . v ower vy.

(parc rar . deleted 9/°°/0Z,

WHA. » <E THE COSTS?

Taking part in this study may lead to added costs to you or your insurance
company. Please ask about any expected added costs or insurance problems.

In the case of injury or illness resulting from this study, emergency medical
treatment is available but will be provided at the usual charge.

(local institutions must choose one of the options below that best fits the hospital's
situation:)
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Amended 9/22/04 S0221
Amended 12/13/04 Page 69
Amended 9/15/06

Funds have been set aside by the hospital to compensate you in the event of
injury. Although no government or drug company funds have been set aside to
compensate you for injury or illness, you do not give up any of your legal rights
for compensation by signing this form.

-OR-

Although no funds have been set aside to compensate you for injury or illness,
you do not give up any of your legal rights for compensation by signing this form.

You may find a National Cancer Institute guide: "Clinical Trials and Insurance
Coverage - a Resource Guide™ helpful in this regard. You may ask your doctor for
a copy, or it is available on the world wide web at
http://cancer.gov/clinicaltrials/insurance

You or your insurance company will be charged for continuing medical care
and/or hospitalization.

Medicare should be considered a health insurance provider.
You will receive no payment for taking part in this stur* .

Administration of the drug will be (provided - _ of ¢ . ge/charged in the usual
way). The parts of the research consistir~ of k ~_.ng1 .arch records will be
paid by those organizing and condu~".ag - .ese rch. The resee .n ‘equires that
you receive certain standard medi 1l *-:ts 1d examinations. These tandard tests
and examinations will be # “arged . the 1sual way/pr « leua are .cedrate).
(local institutions m*t « 00st *he op.uon that be .. ™*s e . 2spiwl’s situation)

Doxorubic’ ., tycle nosrhainide, paclita el tri.net' - .im sulfa, and pegfilgrastim
are ¢~ "erc.uay v .dble and mus e paid « y rOu Or your insurance company.
Filc astin. v, *' _ provided ' v A 1gen hai..aceutical. Pegfilgrastim may be
prov. 'ad * 2e of charo~ thrc u_Y A ngens Clinical Trial Product Access Program.
12/73/04) Additione 'y . fnec 'eq), tamoxifen, goserelin, anastrozole, and

v ustuzumab are comm ¢ lly available, and must be paid by you or your
insurance company (last two sentences added 9/22/04) (9/15/06)

In the case of injury from venipuncture blood draws for the DNA
polymorphism/serum analysis: other than medical care that may be provided at
the discretion of the treating institution, and any other payment specifically stated
in this consent form, there is no other compensation available for your
participation in this part of the study. (paragraph added 9/22/04)
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WHAT ARE MY RIGHTS AS A PARTICIPANT?

Taking part in this study is voluntary. You may choose not to take part or may
leave the study at any time. Leaving the study will not result in any penalty or
loss of benefits to which you are entitled. You can stop participating at any time.
However, if you decide to stop participating in the study, we encourage you to
talk to the researcher and your regular doctor first.

A Data Safety and Monitoring Board, an independent group of experts, will be
reviewing the data from this research throughout the study. We will tell you
about important new information from this or other studies that may affect your
health, welfare, or willingness to stay in this study.

WHoMm Do | CALL IF | HAVE QUESTIONS OR PROBLEMS?

For questions about the study or a research-related injury, contact the researcher
NAME(S) at _ TELEPHONE NUMBER

For questions about your rights as a research participant, contact thr N VIE_ =
CENTER _ Institutional Review Board (which is a group of peonle wi Y rev w ti.c
research to protect your rights) at _ TELEPHONE NUMBER _. ~Anu, if a\ vilabae, list
patient representative (or other individual who is not .. the vese¢ ‘ch team or

IRB).]

You may also call the Project Office nf e NCi ‘entra Institutio~~' Review
Board (CIRB) at 888-657-3711 (¥ ..n the ontine..tal US on!*").

WHERE CAN | GET MORE IMF( ]M, TION.:

[To IRB/Investige. ov~ - AL 7" informatic” ma 2ria’ , anu vnecklist of
attachment . Siana 're = ge should he a t-~er 10 _.ackage. You may also wish
toin~"_ >t ww W .y informatior . resuun ¢!

You may ¢ dl the NCI’s Ca' . >r It formc _ion Service at
1-800- ~—CANCER ( — "0-4. - 237) or TTY: 1-800-332-8615

Visit the NCl's Web site...
WWW.cancer.gov

For comprehensive clinical trials information go to
http://cancer.gov/clinicaltrials

For accurate cancer information go to http://cancer.gov/cancerinformation

You will get a copy of this form. Upon request, you will also receive a copy of the
protocol (full study plan).
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Amended 12/13/04 Amended 1/1/08 Page 70a

Please note: This section of the informed consent form is about additional
research studies that are being done with people who are taking part in the
main study. You may take part in these additional studies if you want to.
You can still be a part of the main study even if you say ‘no’ to taking part in
any of these additional studies.

You can say “yes” or “no” to each of the following studies. Please mark your
choice for each study.

We are also interested in whether or not use of certain medications, vitamins and
supplements and other lifestyle habits during chemotherapy has any effect on
your health while you are receiving treatment and afterwards. (10/7/05) Right
now, there are no strong data to guide decisions about whether or not to take
supplements during treatment. It is unknown whether supplements will affect how
well the treatment kills cancer cells (if it hurts or helps it), or how many side
effects you may experience. We would like your permission to call you on the
telephone and to send you a questionnaire to complete in a stamped envelope we
will provide. (10/7/05) This questionnaire asks about your use of medicati ne
vitamins and supplements during your treatment and other lifestle hal ts.
(10/7/05)  (sentence deleted 10/7/05) We will ask you tr con. lete e
questionnaire at the beginning of treatment, at the end of tre=*ment, nd . *nually
(from your date of registration) for a maximum of 15 vear  (10/7/0.  (sentence
deleted 10/7/05) (1/1/08)

We would also like to use your blood e tmen £ v 4 consented to DNA
polymorphism testing) to look at com: on for s of yenes that =~ay affect how
antioxidants work in relation to - sur ch notheiupy. (10/7'05, T iere are very
common differences in how ac. ¢ the.. genes ar~ (fa exar r', 25% of
Caucasians have a morc .t form " un antioxidant yer ), ar. ' we would like to
look at whether ~~ .0t ti “se ¢ /mmon differe \c s ¢ fe.* h w taking supplements
may interact “th < . trec = .cnt.

We ' n0u .aiw /1 .nether tainc supplen 2 s has any affect on treatment
outc rmes. W .0 not knov ' if (iKing vitaiiins or supplements will make your
treat, ent vork better ~r v ¢ te. Thereiore, this study should not interfere with
/our normal habits, ¢ 'd ‘e wo 1la like you to continue either using or not using
Lapplements according 0 our and your doctors decisions.

Except for the information we receive to contact you, the samples and the
information you give to us will not have your name or any other personal
identifying information on them. (10/7/05) They will have only an ID number
that will be assigned to you. The information that links your name with the code
number and the signed consent forms will be kept in a locked file the SWOG
statistical center, that only certified investigators will have access to.

We need to ask your permission to contact you regarding use of supplements
during treatment, and to use your blood sample to look at how inherited
differences may affect how supplements impact treatment outcomes. (section
added 12/13/04)
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Amended 9/22/04 Amended 1/1/08 S0221
Amended 12/13/04 Revised 8/23/10 Page 70b
Amended 10/7/05 Revised 1/20/11

(Please initial ‘yes’ or ‘no’ for each question)

(Section updated 1/10/11)

1. Do you give permission for a researcher to telephone you for a short
interview and to mail you a brief questionnaire regarding medications,
vitamins, supplements, and lifestyle habits before you begin protocol
treatment, following completion of protocol treatment, and annually for 15
years? (10/7/05) (1/1/08)

Yes No

Please provide your contact information below:
Name

Address

Telephone Number

(section below added 9/22/04) (section below moved from SIGNATUPE zec r
1/20/11)

Consent for submission of blood samples for DNA pe! .10 »hisn and serum
analysis: This is not mandatory. You can still ta'2, art * . tt, *~ .tment study if
you do not submit specimens for this testin~.  raragr. nh - _dated 8/23/10)

2. Do you agree to submit b'- _u sar. .es fo. DNA polvmo. phi m and serum
analysis which will anar -. hov. your bodv m . holiz s drugs and
hormones? (Sec " ay. 9 for . =" yround.)

Yes W
3. L Yyou ¢ ve permission fc e sam' jes to be used to examine whether
dit rences in gen ° that a =ct antioxidants may affect treatment
..comes?
Yes No

(section above was added and section below moved 12/23/04)

SIGNATURE

You are deciding whether or not to take part in this study. If you sign, it means
that you have decided to volunteer to take part in this study, and that you have
read and understood all the information on this form.

Participant Date

(section moved under question #1 above 1/20/11)
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Amended 9/22/04 S0221
Amended 10/7/05 Page 71
Revised 9/15/06 Amended 1/1/08

Revised 11/14/11

(addresses deleted 11/14/11)
Consent Form for Use of Specimen For Research
About Using Specimens for Research

You have had a biopsy (or surgery) as part of your treatment. Your doctor has removed some
body tissue to do some tests. The results of these tests will be given to you by your doctor and
will be used to plan your care. You have also had blood taken for special testing on this study.

We would like to keep some of the tissue and blood that is left over for future research. If you agree, this
tissue and blood will be kept and may be used in research to learn more about cancer and other
diseases. Please read the question and answer sheet (attached) called "How are Specimens Used for
Research" to learn more about tissue research.

The research that may be done with your tissue and blood probably will not help you. It might help people
who have cancer and other diseases in the future.

Reports about research done with your tissue and blood will not be given to you or your doctor. Thes”
reports will not be put in your health record. The research will not have an effect on your care.

Things to Think About

The choice to let us keep the left over tissue and blood for future research is up ©* *'ou. » ma =r what
you decide to do, it will not affect your care.

If you decide now that your tissue and blood can be kept for researc> y 1~ ¢ =~ . your mind at any
time. Just contact us and let us know that you do not want us to i : your . ‘sue ~r blood. Then the tissue
and blood will no longer be used for research.

In the future, people who do research may need tc " ..ow mc 2 abou. your healt* W..en he Southwest
Oncology Group gives them reports about your healtit " .vill n. give them your r . e, ad re~s, or phone
number.

Sometimes tissue and blood are .sed fc ger tic research (a)cut ¢ sec e« that are passed on in
families). Even if your tissue = “lo. ¥ . use. ., this kind ¢* csec ch, e results will not be put in your
health records.
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Your tissue and blood will be used only for research and will not be sold. The research done with your
tissue and blood may help to develop new products in the future.

Benefits

The benefits of research using tissue and blood include learning more about what causes cancer and
other diseases, how to prevent them, how to treat them, and how to cure them.

There are very few risks to you. The greatest risk is the release of information from your health records.
The Southwest Oncolog y Group will protect your records so that your name, address, and phone number
will be kept private. The chance that this information will be given to someone else is very small.

Please read each sentence below and think about your choice. After reading each sentence, check "Yes"
or "No." No matter what you decide to do, it will not affect your care. If you have any questions,
please talk to your doctor or nurse. For questions about your rights as a research participant, contact the
name of center Institutional Review Board (which is a group of people who review the research to
protect your rights) at __telephone number

1. My tissue and blood may be kept for use in research to learn about, prevent, treat, or cu
cancer.

(items below updated 8/23/10)
Yes, both tissue and blood

Blood only

Tissue only

No

2. My tissue and blood may be ke . 1u. resea. + _oout other hc ity orok my (for example:
causes of diabetes, Alzheir .'s ‘sea. », and heart dis=¢ e

(items below update”” o,..3/1
Yes, both tissue anc. ~*

Bloo only __

Tissue « -

3. Someone from the Southwest Oncology Group may contact me in the future to ask me to
take part in more research.

Yes No

Please sign your name here after you check your answers.

Participant Date
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Tissue Consent Supplemental Sheet
How is Tissue Used for Research?
Where does tissue come from?

After a person has had a biopsy (or surgery) and all tests have been done, there may be some left over
tissue. Sometimes, this tissue is thrown away because it is not needed for the patient's care. Instead, a
patient can choose to have the tissue kept for future research. People who are trained to handle tissue
and protect donors' rights make sure that the highest standards of quality control are followed by the
Southwest Oncology Group. Your doctor does not work for the Southwest Oncology Group, but has
agreed to help collect tissue from many patients. Many doctors across the country are helping in the
same way. If you agree, only left over tissue will be saved for research. Your doctor will not take more
tissue during surgery than needed for your care.

Why do people do research with tissue?

Research with tissue can help to find out more about what causes cancer, how to prevent it, how to treat
it, and how to cure it. Research using tissue can also answer other health questions. Some of these
include finding the causes of diabetes and heart disease, or finding genetic links to Alzheimer's.

What type of research will be done with my tissue?

Many different kinds of studies use tissue. Some researchers may develop new tests to find disee es
Others may develop new ways to treat or even cure diseases. In the future, some of the rese <h . ay
help to develop new products, such as tests and drugs. Some research looks at dism s u t re
passed on in families (called genetic research). Research done with your tissue m~ 1ok " ge. ic
causes and signs of disease.

How do researchers get the tissue?

Researchers from universities, hospitals, and other health organi= .ons .iduct icsearch using tissue.
They contact the Southwest Oncology Group and request s~ my 2s “or . <ir _wdies. The Southwest
Oncology Group reviews the way that these studies will be .une, & 1 decic s if any of the samples can
be used. The Southwest Oncology Group gets the tis= - a 7 " ./orr. ‘tion about you o1 your hospital,
and sends the tissue samples and some informa n 2houL you tu the resea "hei. ' ne Southwest
Oncology Group will not send your name, address, | = e nu. ber, social secur .y qumt :r °r any other
identifying information to the researcher.

Will | find out the results of the re _arch sin¢ my tissue?

You will receive the results « your b 'osy "ucyou will notr cee e s of research done with your
tissue. This is becaus~ ves. ar. * .e along time 'nd s u. e tissue samples from many people
before results are kr wn. 2esults om research u. ‘ng y urtic<i’ . may not be ready for many years and
will not affect your ¢ e righ nc.., out they may e h Ipful . people like you in the future.

Why dr , uar. edinfo....ation fromn 1. alth . »co ds?

In ord. " to ¢ reearch with your tissue, ve' 2archers may need to know some things about you. (For
examplc  * . you male or female? What 1> your race or ethnic group? How old are you? Have you ever
smoked?) This helps researchers answer questions about diseases. The information that will be given
to the researcher may include your age, sex, race, diagnosis, treatments and family history. This
information is collected by your hospital from your health record and sent to the Southwest Oncology
Group. If more information is needed, the Southwest Oncology Group will send it to the researcher.

Will my name be attached to the records that are given to the researcher?

No. Your name, address, phone number and anything else that could identify you will be removed before
they go the researcher. The researcher will not know who you are.
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How could the records be used in ways that might be harmful to me?

Sometimes, health records have been used against patients and their families. For example, insurance
companies may deny a patient insurance or employers may not hire someone with a certain illness (such
as AIDS or cancer). The results of genetic research may not apply only to you, but to your family
members too. For disease caused by gene changes, the information in one person's health record could
be used against family members.

How am | protected?

The Southwest Oncology Group is in charge of making sure that information about you is kept private.
The Southwest Oncology Group will take careful steps to prevent misuse of records. Your name,
address, phone number and any other identifying information will be taken off anything associated with
your tissue before it is given to the researcher. This would make it very difficult for any research results
to be linked to you or your family. Also, people outside the research process will not have access to
results about any one person which will help to protect your privacy.

What if | have more questions?

If you have any questions, please talk to your doctor or nurse, or call our research review board at (Insert
IRB's Phone Number).
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APPENDIX

19.1 FILGRASTIM Drug Order Form

19.2  Returned Medication Packing Slip

19.3  Oral Trimethoprim/Sulfamethoxazole Desensitization Procedure
19.4  Cancer Trials Support Unit (CTSU) Participation Procedures

19.5  Supplemental Background Information

19.6  Reimbursement/Product Support for Neulasta™

19.7  Determination of Expedited Adverse Event Reporting Requirements
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19.1 Study Title: S0221, "Phase 111 Trial of Continuous Schedule AC + G Vs. Q 2 Week Schedule AC,
Followed by Paclitaxel Given Either Every 2 Weeks or Weekly for 12 Weeks as Post-Operative
Adjuvant Therapy in Node-Positive or High-Risk Node-Negative Breast Cancer"'

Filgrastim (G-CSF) Drug Request Form

Requested by: Ship To:
Pharmacist: Name:
Institution: Address™
Principal Investigator: * Please do not use P.O. Box numbers
Phone #: Fax:
Check One |
Southwest Pt Pt Initials # Of Vials ** Initial Re rde
Oncology .
Group
Protocol ID (Last, First) 480 g (For thir . «, ~or \ .is Pt.)

** Rer «nuer: See rrotocol section o, dr 1 for 1wulation for instructions regarding amounts of
« Jg to order

FILGRASTIM will be shipped (refrigerated) on Monday through Thursday for next day delivery.
Orders received by 12:00 pm pacific time Monday through Thursday will be shipped the same day.

Date of Drug Request Pharmacist Signature
Return Completed, Signed, and Dated form to:

UVI, Inc.
Fax: 650-745-3877
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19.2 S0221 G. Thomas Budd, M.D.

RETURNED MEDICATION PACKING SLIP

Institution Name:

Address:
Principal Investigator: Phone No.:
Amgen Study No: Cooperative Group No.: $0221

Study Title: "S0221, "Phase Il Trial of Continuous Schedule AC + G Vs. Q 2 Week Schedule AC, Followed by Paclitaxel
Given Either Every 2 Weeks or Weekly for 12 Weeks as Post-Operative Adjuvant Therapy in Node-Positive or High-Risk

Node-Negative Breast Cancer"

Instructions:

Per FDA requirements, please retain a copy of this completed form for your files. Drug being returned for any reason should
be sent, together with this original form, to UVI, Inc. c/o UPS Logistics, 11698 San Marino Drive, Rancho Cucamonga, CA
91730, ATTN: Greg Parsons. Questions may be directed to (800) 370-2508, Monday through Friday 8:00 am - 1:00 i,
Pacific Standard Time. Voice Mail is available at all other times.

1
Study in progress? Person Shipping Drug: A8 N
Q Yes a No Drug being returned by:
Study completed per protocol? O Fed Ex a JPS a  US Mail
O Yes O No Date:. . . cartons:
Reason drug returned? (Please check one) Data M~ .ge. " .arn - Lcs Signature:
O Drug Expired _ Dt
O Unused drug being returned v .drn rec_ipt requeste: a - a No
Fa. aumber._
D 3C7.PTy M _FRETURN <" !PN =NT
Drug Name & Via! = ~en,. _., \’ m\ljmbf L Number of vials

mcg/_ _miihv |

Comments:

TO BE COMPLETED BY AMGEN

Returned shipment received on and checked by:
(Date) (Name)
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ORAL TRIMETHOPRIM/SULFAMETHOXAZOLE DESENSITIZATION PROCEDURE

This is completed over six days with oral doses of TMP/SMX (trimethoprim/sulfamethoxazole, or
"Bactrim"). One standard double-strength (DS) Bactrim tablet contains 160 mg of TMP and 800
mg of SMX. Desensitization is performed with solutions made from a standard oral suspension
of TMP/SMX, which consists of 40 mg TMP and 200 mg SMX per 5 ml. The dilutions and final
concentrations for TMP and SMX components are given below.

Day 1 1:100,000 dilution (0.0004 mg SMX in 1 cc)
(0.00008 mg TMP in 1 cc)
1 cc*
421 cc* QID
cc
8cc

*  The first two doses should be administered in the clinic and patients should be observed for
anaphylaxis for one hour after each of these two doses, with appropriate medications and
equipment available for resuscitation. Someone must be present who can observe and
summon help if anaphylaxis occurs.

Day 2 1:10,000 dilution (0.004 mg SMX in 1 cc)
(0.0008 mg TMP in 1 cc)

lcc

2cc QID

4 cc

8 cc

Day 3 1:1,000 dilution (0.04 mg SMY n_ =
(0.008 TMi n 1 cc,
2cc QID

4 cc
8 cc

Day 4 1:1C  uwdtio (0.4 maSh in1(?)
(0.087 "Pir Lc

2cc Qll

o Le

Luy 5 1:10 dilution (4.0 mg SMXin 1 cc)
(0.8 mg TMP in 1 cc)

2cc QID
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19.4  Cancer Trials Support Unit (CTSU) Participation Procedures

Reqistration/Randomization

Prior to the recruitment of a patient for this study, investigators must be registered members of
the CTSU. Each investigator must have an NCI investigator number and must maintain an
'active’ investigator registration status through the annual submission of a complete investigator
registration packet (FDA Form 1572 with original signature, current CV, Supplemental
Investigator Data Form with signature, and Financial Disclosure Form with original signature) to
the Pharmaceutical Management Branch, CTEP, DCTD, NCI. These forms are available on the
CTSU registered member website or by calling the PMB at 301/496-5725 Monday through Friday
between 8:30 a.m. and 4:30 p.m. EST.

Each CTSU investigator or group of investigators at a clinical site must obtain IRB approval for
this protocol and submit IRB approval and supporting documentation to the CTSU Regulatory
Office before they can enroll patients. Study centers can check the status of their registration
packets by querying the Regulatory Support System (RSS) site registration status page of the
CTSU member web site at https://www.ctsu.org.

All forms and documents associated with this study can be downloaded from the S0221 we’
page on the CTSU registered member Web site (https://www.ctsu.org). Patients cai b
registered only after pre-treatment evaluation is complete, all eligibility criteria have t <n .\ et,
and the study site is listed as ‘approved’ in the CTSU RSS.

Requirements for S0221 site registration:
e CTSU IRB Certification
e CTSU IRB/Regulatory Approval Transmittal Sheet

Prestudy requirements for patient enrollment on S0221.;

e Patient must meet all inclusion criteria, and no e* .usio. ..eria ".ould apply.
e Patient has signed and dated all applicable ~ \nt nt~ anc authorization forr ..
o All baseline laboratory tests and prestuc  <valiial. ns penormed.

CTSU Procedures for Patient En” ... ~nt

1. Contact the CTS' rPatier. Re stration Office Dy ci ling 1 ,88/462-3009. Leave a
voicemail to -* -t 1 - _[ISL " atient Regis® . th.t ar er-ollment is forthcoming. For
immediate :aistratic > r _ds, e.g. wwhin v _ hour, _all the registrar cell phone at
301/7 . RTu.

2. Con letet 2fouowing forms:

e (C ' atientEnro”. at (r. asn ttal Form

v Fligibility Criteria C =2ck st (S. ~tion 5.0 of the protocol)
SWOG Registration ~or ) (Complete all sections of form except for SWOG-specific
data fields)

3. Fax these forms to the CTSU Patient Registrar at 1-888-691-8039 between the hours of
8:00 a.m. and 8:00 p.m., Mon-Fri, Eastern Time (excluding holidays). 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 follow-up with
the site to resolve any discrepancies.

4, Once investigator eligibility is confirmed and enrollment documents deemed complete,
the CTSU registrar will contact the Southwest Oncology Group to obtain assignment of a
treatment arm and assignment of a unique patient ID (to be used on all future forms and
correspondence). The CTSU registrar will convey this information to the enrolling site
and follow up with a confirmation via e-mail or fax.

Patients must begin study treatment within five working days of registration.
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Data Submission and Reconciliation

1.

All case report forms (CRFs) associated with this study must be downloaded from the
S0221 web page located on the CTSU registered member website
(https://www.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 (with the exception of patient enroliment forms), clinical
reports, and transmittals directly to the SWOG Data Operations Center. The preferred
method of sending data is via fax at 800/892-4007, (large volumes of data may be sent
via post, see contacts table for mailing address). Do NOT include a cover sheet for faxed
data.

The SWOG Data Operations Center will send query notices and delinquency reports
directly to the site for reconciliation. Please fax query responses and delinquent data to
the SWOG Data Operations Center and do not copy the CTSU Data Operations. When
faxing data, include the query sheet that was originally sent from SWOG.

Each site should have a designated CTSU Administrator and Data Administrator ar
must keep their CTEP AMS account contact information current. This will en ur.
timely communication between the clinical site and the SWOG data center.

Special Materials or Substudies

1.

All specimens submitted for this study must be entered and trac 2d using it - SWOG on-
line Specimen Tracking System, as specified in protocol € _uon 5.2c.

You can also access the Tracking System from i = CTSu Mer"er Web Site. Go to the
S0221 protocol page and click on the lir' prov ".u un. . the Case Report Forms
header.

Specimen collection for correlative stv " .5 (see rotocol Section & 7)

e Tissue banking: T zue « 2cks u: slides for .. ki 7 ¢« 'oula pe submitted with
patient’s cons” .. to the SW! G Specimen Re ausitc y - Sr d Tissue, Myeloma and

Lymphor Divi © ., Lab ' .ul. Submit- _ueric's as sr~cined in Section 15.1.
e S .. > baukn v serum for kan' . 1 shoulc be submitted with patient’'s consent to
1Ie Re w7 rk Cancer 'astitt ‘e (k Cl). oubmit materials as specified in Section
-2

" 'hole blood ban ing W sle blood for genetic polymorphism studies will be
banked and should .« ~» ¢ bmitted with patient's consent to the Roswell Park Cancer
Institute (RPCI). Submi materials as specified in Section 15.2.

e Antioxidant substudy: Institutions are encouraged to seek patient consent for
participation in the antioxidant questionnaire. Fax a copy of the patient's consent to
participate in the antioxidant substudy (if consent is obtained) as specified in Section
15.3.
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Serious Adverse (AE) Reporting (Section 16.0)

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. You may navigate to the CTEP Adverse Event
Expedited Report System (AJEERS) from either the Adverse Events tab of the CTSU
member homepage (https://www.ctsu.org) or by selecting Adverse Event Reporting
Forms from the document center drop down list on the S0221 web page.

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

4, Secondary AML/MDS/ALL reporting: Report occurrence of secondary AML, MDS, or
ALL via the NCI/CTEP AML-MDS Report Form in lieu of AAEERS. Submit the completed
form and supporting documentation as outlined in the protocol.

Drug Procurement (Section 3.0)

Information on drug formulation, procurement, storage and accountability, administration, n.
potential toxicities are outlined in Section 3.0 of the protocol.

Commercial Agents: cyclophosphamide, doxorubicin, *G-CSF, paclitaxel, pegf' . stim

All agents used in this study are commercially available; however *C CSF (filgr. xtim) will be
provided free of charge by Amgen and distributed by UVI, Inc. 7. obte 1 G-t SF, complete the
Filgrastim Drug Order Form (Appendix 19.1 of protocol) 4 w . L.  ’".c. at the number
provided on the form. Filgrastim orders from U.S. sites ¢  will v » acr~pted. Patients must be
registered to the study before study drug can be obt~" .d.

Requlatory and Monitoring

Study Audit

To assure compliance witt .-edera. ‘egu itory requiremel ‘s |CF R = r rts 50, 54, 56, 312, 314
and HHS 45 CFR 4f* ~d ' .unal .cer Institut- CI 'Car er Therapy Evaluation Program
(CTEP) Clinical Trie¢ s Menitc ‘'ne ” yanch (CTM3) go 7'~ 2e fo .1e conduct of clinical trials and
study data v#' ... an piou 0. approved t /N - /CTeP t a have patient enroliment through the
CTSU are s jject. a

~ =pu csibility . .ssignment ¢ u. audi will ye determined by the site’s primary affiliation with a

Coopel ‘ive Sroup or CTSU. t r C oup- ligned sites, the audit of a patient registered through

CTS" w... pecome the responsi. ‘itv >f the Group receiving credit for the enroliment. For CTSU
~- _endent Clinical Research Sites (CICRS), the CTSU will coordinate the entire audit process.

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. (e.g., NSABP members may only request
credit for protocols pertaining to breast or colorectal cancers). Registrations to protocols for other
disease sites may still take place through CTSU without receiving credit for your NSABP
activities. Per capita reimbursement will be issued directly from CTSU.

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 are available for download from the CTSU Operations Manual located on the
CTSU Member website.
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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) Version 3.0.
Cumulative CDUS data will be submitted quarterly to CTEP by electronic means. The sponsoring
Group fulfills this reporting obligation by electronically transmitting to CTEP the CDUS data
collected from the study-specific case report forms.
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Supplemental Background Information

Hormone metabolism and breast cancer. Because of the important role of estrogens in
breast cancer etiology, as well as the observations that AA women have higher levels of
estrogens, it is possible that higher levels of estrogens result in more aggressive disease
and subsequently, poorer survival. Thus, differential ethnic/racial distribution of
polymorphisms in genes involved in the synthesis and metabolism of steroid hormones
could account for a portion of racial disparities in breast cancer survival. Although there
are a number of other factors that will impact endogenous steroid hormone levels, such
as diet and obesity, functional polymorphisms in genes that synthesize and metabolize
hormones have been shown to impact ultimate hormone levels, including CYP11A,
CYP17, CYP1B1, and CYP19. (27 - 31) Because of the differences in distribution of
variant alleles by race/ethnicity (Table 1), it is possible that greater prevalence of alleles
resulting in higher estrogen levels could account for the more aggressive disease and
poorer prognosis among African-American women.

As shown in the simplified schema in figure 1, estrogens are biosynthesized from
cholesterol, to androstendione and testosterone, with aromatization of androgens to form
estrone and estradiol. Estradiol can be further metabolized to form the catechol
estrogens. Enzymes involved in this biotransformation process are polymorphic, and we
will evaluate the role of these variants in relation to racial differences in survival.
Specifically, we will assess variants in CYP11A, which has a pentanucleotide repe
(TTTTA)n, which is associated with serum testosterone levels, and P450,7, (C 17

which yields the C,9 steroids androstenedione, Polymorphisms in CYP17 (A7 a »le,
associated with higher levels of estrogens, and with earlier age at mena: .. Aro. atas

is encoded by (CYP19), and patients with the variant were more '~ "/ to, ‘eser. with
large, high stage breast tumors. (27 , 29, 32, 33) The T 2'lelc is associe d with a
significantly greater estrogen to androgen ratio, indicating *' .. 1t is ‘kely ssociated with
elevated aromatase activity.

Cholesterol
Pregnenolone
U eer)
Progesterone | 160-OFggE-OH-E2.2-ORge2
CYPIAL, CYP3A4, |
Andrec Jior. ~ Estro = | L CYP1B1L CYPIAZ |
L tlg/ - Estradiol
1 ‘ostr e i W E
| cmguence
[ e LAgu
I
. stroger. ¢ extensive , teak lize ! by a number of oxidative and conjugative

re <tie' 3, mediated by tt. m. ‘or he qatic P450s 1A2 and 3A4 and the extrahepatic 1A1
e «B81. (33) The polymor hic CYP3A4 is the major P450 expressed in human liver and
2 studies have reported tha. ;ne CYP3A4 *1B polymorphism was over-represented in
prostate tumors of higher stage and grade, and more prevalent in AAs. (34, 35) There
are four CYP1ALl variants, and both the m1 and m2 polymorphisms are associated with
greater CYP1ALl inducibility. (36) AAs are more likely to have the m1 Mspl allele, and in
a case-control study of AA and white women, Taioli noted that among AA women, this
CYP1A1*2A/B polymorphism significantly increased breast cancer risk [odds ratio
(OR)=9.7, confidence interval (Cl), 2.0-47.9)]. CYP1B1 has two variants with associated
function. (37, 38)
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GENE Polymorphism AA White
CYP11A (TTTTA)n | UNK | .26

CYP17 A2/A2 .13 .15
CYP19 T/T UNK | .27
CYP1A1l M1
M/M & M/W_| .42 .18
M2

M/M & M/W | .05 .10
CYP1B1 m1l Leu/leu .04 41
m2 Ser/Ser .03 A7

Therapeutic drug metabolism. Cyclophosphamide is activated by cytochrome P450 3A4,
and its metabolites are detoxified by the glutathione S-transferases (GSTs). In a pilot
study, we found that women with genetic polymorphisms encoding lower or no activity in
detoxifying enzymes (GSTP1, GSTM1, GSTT1, GSTA1) had better survival than those
with common alleles, putatively because more damaging agents could reach the cell and
cause damage. (34 - 41) Because of differences in racial distributions of these alleles,
differences in drug metabolism could, in part, explain the poorer survival among African-
American women.

CYP3A4 has a single base substitution in the 5’ promoter region of the ger- p. se: i
9% of Caucasians. (42. 43) The importance of CYP3A4 in .. ‘tabor m
cyclophosphamide and other drugs, its high expression in liver, anc _. noty, ger. type
correlations, all support the hypothesis that CYP3A4 genotyp~ i y affect o. ~omes in
breast cancer patients treated by cyclophosphamide. G<_Al, th. GS enzyme most
active in glutathione conjugation reactions with cyclor’ _si. = .de 1. ..ediates, has a
polymorphism in the 5’ promoter region of the o~n.  with t. » G "A1*B variant having
decreased GSTAL1 expression. GSTP1 has -~ single .ase ¢ .ustitution in exon 5 that
results in a variant protein with an amin~ cic > stitl. 9n, llel05Val. “ .4, In our pilot
study, we found that women with genc (pe< as. ciated with lower =toxifyi g activity in
both genes had better survival. (35) _cause Of the impr-*tanc : f the = jenes in
hormone and cyclophosph~ .uc metak ‘i ., and the dif re tial ¢ striLation of the
polymorphisms across * .ia. ‘thnic groups, these ger . . Iy qor, Jisms clearly need to
be evaluated in relati. «to racic diff rences in breast tance su. ™ .

Methods:

Operal 'e AC Iv. rherapy in Nod -Pos. e u High- Risk Node Negative Breast
tancer Pl ' udd) will be aske . ‘ivel a ge..eral tissue and serum consent form. This
L Jposal v... rund the est oh. "'mer. of 1e serum bank for this study in the first 500 pts
ar. ‘v _vide the preliminar, da. for e.1 RO1 to fund the additional collection.

Two 10ml tubes of blood will be drawn from all participating patients. 1 serum tube will be
banked for later assessment of proteomic patterns that are associated with better
survival, and evaluated among African-American and Caucasian women. The second
tube of blood will be used for extraction of DNA for evaluation of polymorphisms involved
in hormone and cyclophosphamide metabolism, and the assessment of ‘high-risk’ alleles
in relation to survival. The samples will be shipped overnight to the Ambrosone laboratory
at Roswell Park, where they will be processed and stored. Blood components will be
aliquotted into small straws that are barcoded for scanning into computerized storage
and inventory software and banked in liquid nitrogen. Serum samples will be shipped
periodically to the University of Michigan for storage (to establish the Breast Correlative
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Science Committee’s new serum bank in early breast cancer under supervision of D.
Hayes), and DNA will be extracted and analyzed at the Roswell Park Cancer Institute
laboratory for the polymorphisms . NOTE: Drs. Hayes and Ambrosone have determined
that there will be only one bank (University of Michigan) but the collaboration will be
efficient to allow the DNA analyses at Dr. Ambrosone’s laboratory. The primary goals of
this proposal are to test differences in outcome with respect to common variant alleles of
hormone metabolism in women with breast cancer. The variants are hypothesized to be
associated with longer disease-free survival. Standard descriptive statistics will be used
to summarize baseline patient characteristics, genotype frequencies and baseline
characteristics by genotype. Standard time to event methods (log-rank tests, Cox
models, Kaplan-Meier estimates) will be used for the disease-free survival analysis.
Standard methods for binary data (chi-square tests, logistic regression models) will be
used for the toxicity analysis.

Dr. Ambrosone will oversee the DNA extraction and genotyping. Dr Hershman will assist
with the analysis and study coordination. Dr. Daniel Hayes, Chair, Breast Correlative
Sciences has enthusiastically endorsed the need for this project to serve as the nidus for
establishment of the Breast Committee Serum Bank and will oversee the establishment
of this serum bank for this and future projects. Dr. Albain (as mentor and as Chair of the
sponsoring committee, CSP) will supervise the overall conduct of this aspect of the
proposal.
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Reimbursement/Product Support for Neulasta™

Amgen has established a Clinical Trial Product Access Program (“CTPAP”) which
supports product access for Neulasta® (pedfilgrastim) and Aranesp® (darbepoetin alfa)
to qualified subjects or study sites who have agreed to participate in NCI Cooperative
Group clinical trials utilizing these Amgen products where the use of the Amgen product
is considered to be IND exempt.

Under CTPAP, Amgen product used in an Amgen-approved clinical trial is available
without charge to subjects in the following circumstances:

() if a subject is uninsured and financially unable to afford the Amgen product, or is
insured but the insurance does not cover payment for the Amgen product and
the subject is financially unable to afford the Amgen product, or is insured but
financially unable to afford the required co-pay applicable to the Amgen product
(as certified by the study physician);

(i) if the study physician certifies that the Amgen product to be supplied is not an
approved product on his or her institution or practice formulary;

(iii) if the study physician certifies that the Amgen product to be supplied is difficult to
obtain through his or her institution or practice formulary because of formularv
preferences or access difficulties.

If the study site believes that either the site or a subject may be eligible to re~ vi An, ~i
product under CTPAP, the site should contact Amgen’s Reimbursemen’ _~ nec. " «
1-800-272-9376 (Monday through Friday, 9:00 A.M. - 8 P.M. EST) r __ _to ac 1inis. tion
of the requested Amgen product. An Amgen representative wi'l cc 1tact the s. dy site to
confirm the qualification of the site or subject and proce . with. =nro 1g the site or
subject in CTPAP.
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Determination of Expedited Adverse Event Reporting Requirements

Adverse event data collection and reporting, which are required as part of every clinical
trial, are done to ensure the safety of patients enrolled in the studies as well as those
who will enroll in future studies using similar agents. Adverse events are reported in a
routine manner at scheduled times during a trial. (Directions for routine reporting are
provided in Section 14.0.) Additionally, certain adverse events must be reported in an
expedited manner to allow for more timely monitoring of patient safety and care.
Expedited adverse event reporting principles and general guidelines follow; specific
guidelines for expedited adverse event reporting on this protocol are found in Section
16.0.

Reporting requirements may include the following considerations: 1) whether the patient
has received an investigational or commercial agent; 2) the characteristics of the adverse
event including the grade (severity), the relationship to the study therapy (attribution), and
the prior experience (expectedness) of the adverse event; 3) the Phase (1, 2, or 3) of the
trial; and 4) whether or not hospitalization or prolongation of hospitalization was
associated with the event.

An investigational agent is a protocol drug administered under an Investigational New
Drug Submission (IND). In some instances, the investigational agent may be available
commercially, but is actually being tested for indications not included in the approve '
package label.

Commercial agents are those agents not provided under an IND but ¢ .. ned stea
from a commercial source. The NCI, rather than a commercial dist*™  ar, n. ¥ on 2me
occasions distribute commercial agents for a trial.

When a study includes both investigational and comr- ¢ ' = cnts, * . following rules
apply.

e Concurrent administration: When an i re< 97 dne agent(s) is user i “ombination
with a commercial agent(s), the cc nin=tio. is considered to b invest’ ational and
expedited reporting of adverse evei  woula >llow the giiidelir = for it /¢ ‘igational
agents.

e Sequential administ~ ion  Whe * a stuuy includes .1 v stig tiona. agent(s) and a
commercial ager. ) orth sar :study arm, but ‘he cc nm -~ | agent(s) is given for
a period of © . © stc .ag the inver jatioi al 8 er’(s), expedited reporting of
adverse e =nte tha 90, prior to st rting *.c "N 2sl jational agent(s) would follow
the ,uw 'ines 101 coiamercial age ats - nce the ity with the investigational agent(s)
is itiatec a.  edited repc ting f adv rse cvents should follow the investigational
gui. lines

St 1 L determineifan v see antisto bereported in an expedited manner

Step 1: Identify the type of event using the NCI Common Terminology Criteria for
Adverse Events (CTCAE). The CTCAE provides descriptive terminology and a grading
scale for each adverse event listed. A copy of the CTCAE can be downloaded from the
CTEP home page (http://ctep.cancer.gov). Additionally, if assistance is needed, the NCI
has an Index to the CTCAE that provides help for classifying and locating terms. All
appropriate treatment locations should have access to a copy of the CTCAE.

Step 2: Grade the event using the NCI CTCAE version specified.
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Step 3: Determine whether the adverse event is related to the protocol therapy
(investigational or commercial). Attribution categories are as follows: Unrelated, Unlikely,
Possible, Probable, and Definite.

Step 4: Determine the prior experience of the adverse event. Expected events are those
that have been previously identified as resulting from administration of the agent. An
adverse event is considered unexpected, for expedited reporting purposes only, when
either the type of event or the severity of the event is not listed in

e the current NCI Agent-Specific Adverse Event List (for treatments using agents
provided under an NCI-held IND);
the drug package insert (for treatments with commercial agents only);
Section 3.0 of this protocol.

Step 5: Review Table 16.1 in the protocol to determine if there are any protocol-specific
requirements for expedited reporting of specific adverse events that require special
monitoring.

Step 6: Determine if the protocol treatment given prior to the adverse event included an
investigational agent(s), a commercial agent(s), or a combination of investigational ar '
commercial agents.

Note: If the patient received at least one dose of investigational a; .. fol v tn
guidelines in Table 16.1.

Note: This includes all events that occur within 30 days . the st d se of protocol
treatment. Any event that occurs more than 30 days @ r1 »' _cde . treatment and
is attributed possibly, probably, or definitely to the ag at(s m st be -eported according to
the instructions above.
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