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Polysomy 17 in Breast Cancer
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Breast cancer and aneusomy 17: implications for
carcinogenesis and therapeutic response

Monica M Reinholz, Amy K Bruzek, Daniel W Visscher, Wilma L Lingle, Matthew | Schroeder, Edith A Perez, Robert B Jenkins

Lancet Oncel 2009; 10: 267-77
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Ideogram of chromosome 17
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FISH detection of ERBB2 non-amplification and
chromosome 17 polysomy in invasive breast cancer

; ERBB2 gene

; Centromere Enumerator Probe (CEP)

2009/10/15



E12Ef-bTAITTHY 2009/10/15

Prevalence of chromosome 17 aneusomy in invasive breast
cancer estimated FISH analysis
Breast  Numberof Mumberof Disormy Manosomy Polysomy
material specimens nudei
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Prevalence of chromosome 17 aneusomy in invasive ERBB2 amplified and non-
amplified breast cancer estimated by FISH analysis
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Prevalence of aneusomy 17 in breast cancer progression
estimated by FISH analysis

Broast tissve Number of Numberof Disomy Manosomy Polysomy
specimens nuchel
counted
Cutoll % N Cutol % N Cutof % N
Micaleetal  Prolfferative kesion 8 200400 Llomeds S0 4 45T 50 4 0 0 0O
Specimens  Disomy Monosomy Polysomy
(N)*
N N % Ny N % [N, N %F
Proliferative lesion 23 6 13 76 0 5 22 0 0 0
Ductal carcinomain situ 32 24 2 25 3 10 34 ] 16 50
Lobular carcinomainsitu 10 ] 0 '] [¢] 3 30 '] o o
Invasive carcinoma n 19 0 0 3 7 39 3 9 50

N=number of specimens. NR=not axplicitly reported in reference. *Percent hybridisations from table 3 and associated

tumours are not included. tDoes not include NR specimens.
(2000)
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17 signak per cofl, 1Percent af ruich gainaf g i (typically » 2 or a3 17 sigrals per call). 1F f cehs display

2 signals per nudeus. SAverage number of chromoscome 17 signaks per nudewn. TPrevalonce h 17 copy umber {1
ells f 17 copies per nucleus). n 1 studied.

Polysomy 17 in Breast Cancer: Clinicopathologic
Significance and Impact on HER-2 Testing

Isabelle Vanden Bempt, Peter Van Loo, Maria Drijkoningen, Patrick Neven, Ann Smeets,
Marie-Rose Christiaens, Robert Paridaens, and Christiane De Wolf-Peeters

J Clin Oncol 26:4869-4874.
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Polysomy in relation to HER2 testing results
PS 17 + HER2 PS 17 — HER2
GA GA
(n = 42) (n = 62)
Varable No. % No. %
HER-2 status by IHC
Positive, score 3+ 33 78.6 0 0
Equivocal, score 2+ 9 21.4 46 74.2
Negative, score 0/1+ 0 0 16 258
HER-2 status by FISH, HERZ2
Positive, HERZ > 6 42 100 5 8.1
Equivocal, 4 = HERZ = 6 0 0 44 71.0
MNegative, HER2 < 4 0 0 13 209
HER-2 status by FISH, R
Positive, R = 2.2 42 100 0 0
Equivocal, 1.8 = R = 2.2 0 0 3l 4.8
Negative, R < 1.8 0 0 59 952

Distribution of clinicopathologic features in polysomy 17 tumors
in the absence of HER2 gene amplification compared with HER2
negative and HER2 positive tumors
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Fclla.\;;l; = i NA : — NA ' NA
Mean, manths a7 488 N3
Metastasis 3 45 ) 145 2 218
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Clinical Significance of Polysomy 17 in the
HER2+ NCCTG N9831 Intergroup Adjuvant
Trastuzumab Trial

Reinholz MM, Jenkins RB, Hillman D, Lingle WL, Davidson N,
Martino P, Kaufman P, Kutteh L, and Perez EA.

NCCTG, ECOG, SWOG, CALGB

Reinholz et al: SABCS 2007 (abstract #36)
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N9831 random assignment schema
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DFS Based on Chromosome 17 Status and Treatment Arm

All had HER2 amplification

HER2 Normal
(by IHC and FISH)
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- NCCTG N9831
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CALGB 9840 Random assignment schema

585Pts, MBC, Up to one line of Cx for MBC was allowed

Weekly paclitaxel +
Weekly trastuzumab
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CALGB 9840: Central Testing

HER2-negative subjects in C9840

e |

PAC +
Trastuzumab

RESPONSE in
FISH Ratio <2
18/50 19/53
5/19 1219
Polysomy (26%) (63%) P=0.048

P Value

Kaufman. ASCO. 2007 (abstr 1009).
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