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Combination therapy with Immunotherapy and low dose cyclophosphamide as adjuvant

treatment for feline aggressive mammary carcinomas - A Pilot study
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INTRODUCTION

Feline mammary carcinomas are a very aggressive disease Category Adverse Event  Absolute Frequency Grade
with high rates of metastasis after radical surgery'. Adjuvant Renal/Genitourinary Cystitis 2 1 and 2
chemotherapy has been suggested but reports are few and Blood/Bone marrow Neutropenia 3 1and 2
with heterogeneous results?. The purpose of this preliminary Anaemia 1 2
evaluation is to assess the efficacy of a chemoimmunotherapy Adm‘”‘-:'jt_f“"” A '”JeC“t?“ site ) 1

4 ! : - conaitions reaction

(tumor mlcroenwronment-orl.ented therapy) .comblnlng Cactroimtestinal Vomiting , S
APAVAC®  (Heat-Shock-Protein96 based vaccine) and Aorexia . ,

metronomic cyclophosphamide.

Figure 3: Classification of adverse events observed during chemoimmunotherapy, based on VCOG-CTCAE (2011).
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Figure 1: Preparation of autologous tumour cell vaccine APAVAC®
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MATERIAL AND METHODS

Eleven female cats with mammary Carcinoma were enrolled
after full staging procedures. All cats were submitted to |
radical mastectomy and tumour classification was performed | Y
(WHO classification scheme). For vaccine preparation, HSP96

were Isolated and purified from the tumour. Oral

cyclophosphamide (15mg/m? SID) + meloxicam (0,05mg/Kg CONCLUSIONS
SID) and vaccine administration were used as adjuvant
treatment. Time to relapse (TTR), time to progression (TTP),
tumour specific survival (TSS) and treatment toxicity were
assessed and compared with previous reported literature.

Figure 5: Kaplan-Meier curve of time to relapse (TTR).

To the authors knowledge this is the first description of the
application of chemoimmunotherapy in feline mammary carcinomas
and the first prospective study evaluating adjuvant treatment since
19848. This therapy targets, microenvironment, angiogenesis and
stimulation of anti-tumor immune system. We considerate that this

Stage Histologic classification Grade Linfnode metastasis | Mitosis* _ . : :

Tubulo-papillary (n=5) 1 (n=1) treatment may be a valid option for aggressive feline mammary
| (n=1) solid carcinoma {n=4) 2 (n=3) Yes (n=7) >15 (n=9) carcinomas, with low toxicity and similar disease-free intervals
11l (n=10) Ductal carcinoma (n=1) 3 (n=7) No (n=4) 0-7 (n=2) ] i . .

Anaplastic carcinoma (n=1) compared with previous reports. Further studies with a large
Figure 2: Characterization of the study sample. number of patients are needed to evaluate is true efficacy.
*Number of mitoses per field area (400x field)
References Adjuvant thera DFI (days) ST (days
RESULTS 3 FHEE Ry o
. _ ) 'to et al. (1996) Cyclophosphamide/vincristine - 270
Most of the cats (82%) were stage lll. Five cats (45%) were 4Novosad et al
. : : : : Doxorrubicine 416 447
diagnosed with mammary carcinoma for the first time, the (2006)
o g g g 5
remaining with recurrent disease. Side effects were observed >tage |l B‘()ng%%c; etal poxorrubicine + cyclophosphamide 324 160
. . .
in 82% of patients (gr_ade 1 anc! 2 VCOG-CTOE). Only two cats sSeixas et al. (2011) None _ 120
died before completing the immunotherapy protocol. The 'Cunha et al. (2015) Mitoxantrone 360 640
7 : o
medlan TTR and TTP }N@I’G 297 and 377 days respeCtlvely' 64/0 Figure 6: Review of studies with and survival evaluation of cats in stage 3. (DF, disease free-interval; ST, survival
of the cats are still alive. time).
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