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KRONOS PONS-Study Italy- Making up for an old Italian fault
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PONS-S Italy

............

KRONOS PONS-S Italy

Submission to Ethical Committee: June 19, 2014

Ethical Committee Approval : August 1, 2014
S.Orsola-Malpighi Director Authorization: August 13, 2014
Study activation: Oct 21, 2014

First pt enrolled October 23, 2014

5 Patient enrolled in the first week

C. Zamagni Augsburg Oct, 2014

Claudio Zamagni Bolzano 21 ottobre 2017
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R seosm The Fault

Impact of Follow-up Testing
on Survival and Health-Related
Quality of Life in Breast Cancer Patients

A Multicenter Randomized Controlled Trial

The GIVIO Investigators
(JAMA_ 1994:271:1587-1592)

Intensive Diagnostic Follow-up After
Treatment of Primary Breast Cancer

A Randomized Trial

Marco Rosselli Del Turco, MD; Domenico Palli, MD; Angelo Cariddi, MD; Stefano Ciatto, MD; Paolo Pacini, MD;
Vito Distante, MD; for the National Research Council Project on Breast Cancer Follow-up

(JAMA. 1994;271:1593-1597)

Claudio Zamagni Bolzano 21 ottobre 2017



&i‘é@“w Old Follow-up Italian Randomized Trials

Control Arm (5y)
(both studies)

Experimental Arm (5y)
FONCaM

1985-1986

Experimental Arm (5y)
GIVIO

1986-1988

Claudio Zamagni Bolzano 21 ottobre 2017

PONS-S ltaly

Physical Examination q3 mo.s y 1-2; g6 mo.sy 3-5
Mammox g 12 mo.s

As control arm +
Chest x-Ray and Bone scan q 6 mo.s

As control arm +

Chest x-Ray g 6 mo.s

Liver US and Bone scan g 12 mo.s

Blood tests* g3 mo.sy 1-2 and q 6mo.s y 3-5

(*Alkaline Phosphatase and y glutamyltranspeptidase)



PONS-S Italy

&“%"‘ﬂ' Primary End-Point Overall Survival at 5y
in Both Trials
>.99 - —— "
75 Conclusions.—HésditE of this trial support the view that a protocol of frequent
laboratory tests and roentgenography after primary treatment for breast cancer
£ . does not improve survival or influence heaith-related quality of life. Routine use of
g these tests should be discouraged.
25 Gical Folowp
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Time, mo

99
The GIVIO Investigators JAMA, 1994 :

75

I no imgact on prognosis is evident after 5 years.
Periodic intensive follow-up with chest roentgenography and bone scan should not

be recommended as a routine policy. ve Follow-up Group

25 1 ------- Control Group

<.001 1 T T T T T T ¥ T
0 12 24 36 48 60
Time Since Breast Surgery, mo

Rosselli del Turco M et awl JAMA, 1994
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ZV"“‘“ Time to Distant Metastasis by Follow-up Regimen
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Claudio Zamagni Bolzano 21 ottobre 2017 The GIVIO Investigators JAMA, 1994
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Distant Relapse-free Survival by Randomization group

>.99 —

75

—
ai..“‘-h..‘_‘

e

Conclusions.—Periodic chest roentgenography and bone scan allow earlier
detection of distant metastases, but anticipated diagnosis appears to be the only
effect of intensive follow-up, and no impact on prognosis is evident after 5 years.

Periodic intensive follow-up with chest roentgenography and bone scan should not
be recommended as a routine policy.

p<.05
Intensive Follow-up
25 7 Clinical Follow-up
<,001 ' I ) T | [ 1
0 10 20 30 40 50 60
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2%52 Asymptomatic Breast Cancer Patients
Follow-up Guidelines in 2017

PONS-S ltaly

(23 years after the publication of the Italian Follow-up Trials)

Visit /PE

ESMO Every 3-6 mo.s (y 1-3)
6-12 mo.s (y 4-5y)
then annualy

ASCO Every 3-6 mo.s (y 1-3)
6-12 mo.s (y 4-5y)
then annualy

NCCN Every 4-6 mo.s (y 1-5)
then annualy

AIOM Every 3-6 mo.s (y 1-5)
then annualy

Claudio Zamagni Bolzano 21 ottobre 2017

Mammography

12 mo.s

12 mo.s

12 mo.s

12 mo.s

Other
Imaging
and serum
tumor
markers

no

no

no

no
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Breast Cancer Classification in the
2 Old Italian Trials

Claudio Zamagni Bolzano 21 ottobre 2017

In GIVIO Trial only

(and Unknown in 22%)
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PONS-S Italy

Breast Cancer Classification

“Breast Tumor Intrinsic" Subtype Classification

Luminal A

Luminal B

Normal breast-like
HER?2

Basal-like

o w e

Claudio Zamagni Bolzano 21 ottobre 2017

Probability

0.8

0.6

0.4

0.2

_)“I_I_I_'l-—m—x—u—u—u—n—m—k Luminal A

> % %3 x Luminal B

X
X

x ERBB2+

% Basal
P<0.01

x Gensored

24 48 72 96

Overall survival (months)

Sorlie T et al. Proc Natl Acad Sci USA 2001
Sorlie T,et al. Proc Natl Acad Sci USA 2003
Sotiriou C et al. Proc Natl Acad Sci USA 2003
Hu Z et al. BMC Genom 2006




2\%}?% Breast Cancer Classification PONS-S ltaly
Molecular subtype ER PgR HER?2 Kie7
«like»

Luminal A + + _ Low
Luminal B 4+ +/' B High
Luminal/HER2 + +/' 4+ any
HER2 «enriched» _ _ 4+ any
Triple Negative _ _ _ any

Claudio Zamagni Bolzano 21 ottobre 2017



Progress in Systemic Treatment of MBC

1980 1985 1990

—

== lamoxifen —

Progestins —
Doxoru biCin —

— Mitoxantrone —

Cisplatin —
Epirubicin—

=) MBC
=) ER or PR+ MBC



Progress in Systemic Treatment of MBC

1980 1985 1990 1995 2000 2005 2010 2017

—

== |amoxifen —

Progestins —
Doxoru biCin —

— Mitoxantrone —
Cisplatin —
Epirubicin—

Paclitaxel —

Vinorelbine —

Aromatase |nhibit0|"s ﬁ

Docetaxel —

Gemcitabine —
Capecitabine —
Trastuzumab —

> MBC Albumin-Bound Paclitaxe| el
——) ER or PR+ MBC Bevacizumah se=p
Lapatinib sp

—) HER2+ MBC Eribulin s
Everolimus

Pertuzumab, TDM1 =
Palbociclib, Ribociclib, Abemaciclib =



Survival of Patients with Metastatic

Breast Cancer 1974 - 2000

10

8

1995-2000
61 1990-1994
N 985-1989
1980-1984
-I_|I

27 974-1979

0I0 - - ) - ) - )
0 12 24 36 18 60
Months
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N° new drugs

Giordano SH, et al, Cancer 100:44-52, 2004
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Final OS Analysis

Median follow-up 50 months (range 0—-70 months)

100 = m= Ptz+T+D
90 - Pla+T+D
80 =
70 -
—~ 60 =
R
~ 50 -
%) =,
o 40 - 4‘14;-, ‘I“""“"’//’f/,m
30 HR 0.68 I e
20 - 950/0 C| - 0.56, 0.84 40.8 A 15.7 | 56.5
10 - p = 0.0002 months M months
0 1 1 1 1 1 1 1
0 10 20 30 40 50 60 70
Time (months)
n at risk
= Ptz+T+D 402 371 318 268 226 104 28 1
Pla+T+D 406 350 289 230 179 91 23 0

ITT pepulation. Stratified by geographic region and neo/adjuvant chemotherapy.
Cl, confidence interval; Pla, placebo; Ptz, pertuzumab.

Claudio Zamagni Bolzano 21 ottobre 2017 Swain S, ESMO 2014
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My Interpretation of the Old
Italian Trials

ADDARII
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*The follow-up performed with Chest x-ray, Bone
scan (and liver US) performed every 6-12 mo.s
did not improve overall survival in the
therapeutic contest (local and systemic
treatments) of the 80s / early 90s

*Chest x-ray and Bone scan repeated every 6
mMo.s can anticipate the diagnosis of
asymptomatic distant relapses
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2\%“%‘9{“’ Hazard Rate of recurrence over time by BC subtype

107 — Luminal A-like
- Luminal B-like
s - HER2
E .08 =] TN
)
o
feb) .06 -
-;-6 IBCSG Trials VIII and IX
o 1988 — 1999
-E .04 _ n 1,951
(qe]
N
[qe]
L 02-

O 1 2 3 4 5 6 F 8 9 10 11 12 13

Time From Random Assignment (years)

Claudio Zamagni Bolzano 21 ottobre 2017 Metzger-FiIho O etal JCO 2013
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PONS-S Italy
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Effect of additive “T+N score” (range 1-6)
Score: 1/ 2 for T1/ T2, plus 0/ 1/4 for NO/ N1-3/ N4-9
. A2 47% T2N4-9 (score=6)

45- ,
.7 _® 41% T1IN4-9
/, //
S P
o P 5
£ 307 . _e 29% T2N1-3
- i 7 /’
7 -~
® % ci 27 77 A 22%TIN1-3 or T2NO
= -
£ 197 _ —® 14% T1NO (score=1)
a - --
0 : ‘ .
0 5 10 15 20 years

EBCTCG, 2016
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2\ %gg.‘ﬁ.w Follow-up strategies for women treated for early breast
cancer (Review)

Rojas MPMP Telaro E, Moschetti 1, Coe L, Fossati R, Liberati A, Rosselli MD']

THE COCHRANE
COLLABORATION®

The current controversy stems from different views about
the applicabiliry of the results of these “old” trials to the current
clinical practice. This would call for new RCTs testing different

ﬁ)llﬂw—up strategles using current treatments as baseline but it is

l.lIlClﬁElI' WhEl'hEI’ 4Nyonc wants to embark on l'hiS endeavc}ur. The

evidence from RCTs summarized here must, however, be inter-

reted with caution bearing in mind that studies were conducted
almost two decades ago when some interventions currently used

in the advanced setting, were not available.

Claudio Zamagni Bolzano 21 ottobre 2017 2012 The Cochrane Collaboration



The real mistake Is
not to conduct new
clinical trials on
breast cancer
follow-up

Claudio Zamagni Bolzano 21 ottobre 2017



PONS-S Italy

KRONOS STUDY

Patient-Oriented KRONOS Study - Italy
PONS-S Italy

Three-monthly dynamic evaluation of CEA and CA 15.3 vs usual
practice in the follow-up of early breast cancer patients: a
randomized study (KRONOS Study)

Claudio Zamagni Bolzano 21 ottobre 2017
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At KRONOS PONS-S Italy

The study is conducted in two distinct parallel cohorts:

» Cohort 1: patients enrolled at the beginning of the follow-up after the
conclusion of primary treatment (surgery +/- adjuvant chemotherapy +/-

radiotherapy).

» Cohort 2: patients that have concluded without relapse the first 5 years of

follow-up.

All patients will be followed-up (at least) until 10 years from surgery.

Claudio Zamagni Bolzano 21 ottobre 2017



Z\Aomu KRONOS Study- Version 1.0 — June 2014 PONS-S Ty

) o Histologically confirmed stage I-III breast cancer
EL[G!I_B]LIT\ e Adequate surgery of breast and axilla
CRITERIA e No evidence of distant metastases
l Stratification by

Randomized 1:1 Nodal Status
ER status
HER?2 status

ARM B (experimental):
Serum CEA and CA 15.3 every 3 months
ARM A (control): l

Imaging studies and serum markers

: ; : Critical A
performed according to local practice

(CEA + 100% and/or CA 15.3 +75%)

Imaging (PET/CT scan)

No imaging allowed in asymptomatic
patients in the absence of critical CEA
and/or CA 15.3 increase

Treat also If asymptomatic!!!

Note: The standard of care (i.e. phvsical examination every 6 months, vearly

mammography and appropriate imaging studies in symptomatic patients) will be applied to
both arms.

Claudio Zamagni Bolzano 21 ottobre 2017 WWW.Clinicaltrials.gOV
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KRONOS PONS-S Italy

Primary objective:
to verify if the experimental arm can anticipate by at least 6 months the diagnosis of
breast cancer metastases compared to the control arm (usual follow-up practice).

Secondary objectives:

- to evaluate the Positive Predictive Value (PPV) and the Negative Predictive Value
(NPV) of CEA and CA15.3 dynamic changes in the diagnosis of breast cancer
metastases;

- to compare the number of imaging procedures performed in the 2 arms

- to compare the QoL in the 2 arms (GAD-7 and PO-Bado-BK modified)

If the primary end-point of the trial will be met, the study will continue with the same
design and the same eligibility criteria, to evaluate if the dynamic monitoring of CEA and CA
15.3 (experimental arm) can prolong of at least 3 months the overall survival compared to the
control arm. In order to avoid the confounding effect of earlier diagnosis of metastases on the
survival time, survival will be calculated from breast cancer diagnosis to death.

Before starting the second phase 11l of the trial, a new submission to the Ethical Committee
will be done.

Claudio Zamagni Bolzano 21 ottobre 2017
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- KRONOS PONS-S Italy

"KRONOS Study - Enroliment update (12 Oct 2017)"

900
800
700

600

500

Expected
——Actual

400

300

200

100

0

S o 0 o e 0

N
0"\ <)°°

O B B e e e e e e e e e 4 R
Q& VQ 5\) ?‘\9 O° 00 Qéo ?..é 5\5 ?‘\9 00 QQ QQ ?Ss\ 5\)

Months

Update at October 20: 779 (+4 Bo + 5 other centers)

Claudio Zamagni Bolzano 21 ottobre 2017
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- KRONOS PONS-S Italy

. Brixen 10

Trentino-Alto Adige

Friuli-Venezia Giulia

Mirano 7 _

O Guastalla 4 )

Ferrara 6
@)

Reggio Bl 12, g
Bologna 712
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Enrollment Status at 12th october 2017

Total number of patients enrolled: 770

Cohort 1: 484 patients

Cohort 2: 286 patients

Claudio Zamagni Bolzano 21 ottobre 2017



ADDARY Enrollment Status at 12" october 2017
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PONS-S Italy

Node, ER and HERZ2 status

COHORT 1
484 pts

Age, median (range)

N -
N+
N x

ER +

HER2 +

TN

Claudio Zamagni Bolzano 21 ottobre 2017

54

312
170

369

129

67

(26-75)

649%
35%

76%0

27%

14%

58

184
102

241

63

25

COHORT 2
286 pts

(32-76)

649%
36%

849%

229%

9%
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Example #1
Basal value | Critical valoe* | 3 months | 6 months |6 moaths repeated 9 months
CEA ng/ml, 3,333 6,7 34 7.7 6.4 24
CA 153 U/mL 9 16 7 7 (i 6
Dynamic monitoring of CEA ng/mlL
9,0
7.7

8.0

7.0 e - - > . - . il Y 6'7
50 6,4
§,,
g 4.0 3'3 e CEA #300%

i CEA rgt/frel
30
24

2,0

10

0.0

0 3 6 12 15 18 21 24 27 30
Months
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are not frequent so far

False Alarms*

Confirmed

after 10-14
Pt # Cohort marker days PET
11 1 CEA no NA
18 2 CEA no NA
29 1 CEA no NA
56 1 CEA no NA
169 1 CEA no NA
388 1 Ca 15.3 no NA
6 1 CEA no NA

*(most probably)

Claudio Zamagni Bolzano 21 ottobre 2017
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Example # 2
Basal value | Critical value® | 3 months |3 months repeated
CEA ng/mL L5 3 21 2
CA 15-3 U/mL 30 53 €3 n
Dynamic monitoring of CA 15-3 U/mlL
Ey
™ /'71
& 63
2 53
B ————————&
-
T ®
v e CATS D T8N
< W4¥30 ~@=CA 183 Uiml,
“»
10
0
o 3 6 9 15 18 1 1 17T 8
Months
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LD

First-line therapy: Letrozole + Zoledronic Acid

Claudio Zamagni Bolzano 21 ottobre 2017



PONS-S ltaly

Confirmed tumor marker(s) increase
not frequent so far
Confirmed
after 10-14
Pt # Cohort marker days PET
105 1 CEA Si pending
160 2 Ca 15.3 Si positive
189 1 Ca 15.3 e CEA Si positive
249 2 CEA si _hegative N\
267 1 CEA Si ( negative \
538 1 Ca 15.3 Si negative
~—__

True positives

False or true positives?? Longer observation needed

Claudio Zamagni Bolzano 21 ottobre 2017

\ 4

NO treatment



A Events update October 12, 2017: 1.2

Control arm 3 events
s Cohort 1:
s 2 distant mets (1 pt sympt liver mets, 1 pt sympt lung mets)

<+ Cohort 2:

s 1local relapse

Experimental arm 9 events

«+ Cohort 1:

X/

+ ldistant mets (1 pt no sympt liver and bone)
s 2locoregional (1 pt breast, 1 pt axillary nodes)
% 1 new primary (endometrium)

s+ Cohort 2:

s 2 distant mets (1 pt bone no sympt; 1 pt CNS symptomatic)

« 1 local relapse (skin, nodes)

s 2 new primary cancer (1 pt lung; 1 pt colon)

Claudio Zamagni Bolzano 21 ottobre 2017
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many thanks for support

L4 A B

PONS-S

Patientenorientierte Nachsorge-Stiftung

MalmaZorie

Claudio Zamagni Bolzano 21 ottobre 2017
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Wer kampft, kann verlieren,
Wer nicht kampft, hat schon verloren

Bertolt Brecht

Claudio Zamagni Bolzano 21 ottobre 2017
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