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Abstract

Formerly, salivary gland cancer was considered to be chemoresistant . Chemotherapy is indicated 

when dist ant  met ast ases or inoperable locorregional  disease are observed,  al t hough t he 

chemotherapy schedule is not well deined.
Data on chemotherapy t reatment  for adenoid cyst ic carcinoma consist  of phaseII t rials. Most  of 

these studies analyze therapies with a combinat ion of agents at  full dose, although there is no 

clear evidence that  such t reatment  improves survival.

The administ rat ion of  cytotoxic agents with low doses at  f requent ,  regular intervals with no 

drug-free interrupt ions is known as met ronomic chemotherapy. Most  head-to-head studies show 

similar or even superior therapeut ic results with met ronomic scheduling than with a maximum 

tolerated dose regime.

Our case report shows for irst time the clinical activity of low-dose paclitaxel and cisplatin 
chemotherapy given separately as a single agent  in metastat ic adenoid cyst ic carcinoma of the 

parot id.

© 2009 Elsevier España, S.L. All rights reserved.

KEYWORDS

Adenoid cyst ic 

carcinoma;

Parot id;

Met ronomic 

chemotherapy;

Paclitaxel;

Cisplat in

CASE STUDY

Response to metronomic chemotherapy in a metastatic adenoid 

cystic carcinoma of the Parotid Gland

Laura Visa,a Miguel Caballero,b,* Juan J .Graua

aServicio Oncología, Universidad de Barcelona, Hospit al  Clínic, IDIBAPS, Barcelona, Spain 
bServicio Otorrinolaringología, Universidad de Barcelona, Hospit alClínic, IDIBAPS, Barcelona, Spain

Received March 22, 2009; accepted October 30, 2009

PALABRAS CLAVE

Carcinoma adenoide 

quíst ico;

Quimioterapia 

met ronómica;

Paclitaxel;

Parót ida;

Cisplat ino

Respuesta a quimioterapia metronómica en un carcinoma adenoide quístico metastásico 

de parótida

Resumen

Los tumores de glándulas salivares han sido considerados hasta hace pocos años quimiorresisten-

tes. El t ratamiento con quimioterapia está indicado en el contexto de enfermedad locorregional 

irresecable o enfermedad metastásica.

La experiencia de quimioterapia en el carcinoma adenoide quíst ico de parót ida se basa en estu-

dios fase II;  la mayoría con esquemas de quimioterapia en combinación y a dosis plenas, y sin 

evidencia de que aumenten la supervivencia.
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Case study

The pat ient  was a 64-year-old woman who presented with 
tumour of the left  parot id, 3 cm in diameter and of stony 
consistency, that  was biopsied and diagnosed as a high-grade 
adenoid cyst ic carcinoma of the parot id gland. Cervical and 
thoracic tomography showed no adenopathies or pulmonary 
metastases, and it was classiied as T2N0M0. As the initial 
treatment, a left supericial parotidectomy was performed 
with radical lymphadenectomy in cervical regions II and III 
and adjuvant  radiat ion therapy (55 Gy). Surgical margins were 
disease-free, and no lymphat ic metastases were observed.

After being disease-free for four years, pat ient  was 
diagnosed with two pulmonary metastases in the left  lower 
lobe requiring a segmentectomy.

Three months later, new lesions appeared in the lungs, 
and pat ient  was started on palliat ive chemotherapy 
(capecitabine 1.25 mg/ m2 q12h for 14 days).

At three months, there was evidence of further lung 
progression, which was treated with imat inib (400 mg/ 24 h); 
this was not effect ive, either, and was replaced with paclitaxel 
(80 mg/ m2 weekly). There was a part ial response to this 
t reatment (according to RECIST criteria1: reduct ion of more 
than 30% in maximum tumour diameter, measured direct ly via 
radiological imaging) with clinical improvement, mild toxicity, 
and a grade 1 peripheral neuropathy for 9 months−after which 
a new pulmonary progression was diagnosed (Figure 1).

Because of her good general condit ion (performance status 
1), pat ient  was started on a new chemotherapy regimen 
with cisplat in 40 mg/ m2 weekly; at  2 months, this achieved 
a signiicant decrease in the size and number of pulmonary 
lesions (Figure 2). After 6 months of weekly cisplat in 
t reatments, pat ient  maintained an object ive response.

Discussion

Because the t reatment  obj ect ive in metastat ic disease is 
usually palliat ion, disease stabilizat ion accompanied by 
improvement  in the symptomatology is considered success.

In the only Phase II study of pat ients with adenoid cyst ic 
carcinoma t reated with paclitaxel, there were no part ial 
responses.2 In our pat ient , disease stabilizat ion was achieved 
for 7 months, the peculiarity being that  paclitaxel doses 
were administered on a met ronomic schedule. An obj ect ive 
response was subsequent ly obtained with a regimen of 
cisplat in 40 mg/ m2 weekly for another 4 months.

Current  research on development  of new chemotherapies is 
focused, in part , on inhibit ion of tumour angiogenesis. Drugs 
such as paclitaxel that  are already in use have recent ly been 

shown to have this ant iangiogenic effect  when administered 
metronomically.3,4 The hypothesis is that  the brief period of 
rest  from t reatment  does not  allow regenerat ion of vascular 
endothelial cells in the tumour niche5,6; there is also a delay 
in the appearance of cellular mechanisms of t reatment  
resistance via acquired mutat ions.7

Se conoce como quimioterapia met ronómica a la administ ración de agentes citotóxicos a baj as 

dosis y a intervalos cortos y regulares, sin interrupciones en el t ratamiento. La mayoría de estu-

dios demuestran una eicacia similar o incluso superior y una menor toxicidad que cuando se 
administ ra con la máxima dosis tolerada.

Nuestro caso clínico muestra, por primera vez, la eicacia del paclitaxel y el cisplatino en mo-

noterapia y a dosis met ronómicas en el t ratamiento del carcinoma adenoide quíst ico de parót i-

da metastásico.

© 2009 Elsevier España, S.L. Todos los derechos reservados.

Figure 1 Pulmonary metastasis, pleural and costal.

Figure 2 Part ial response following cisplat in therapy.
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The obj ect ive of this clinical case was to draw at tent ion 
to the sensit ivity, good tolerance, and low acute toxicity 
of paclitaxel and cisplat in in low met ronomic doses for 
t reatment  of metastat ic adenoid cyst ic carcinoma of the 
parot id gland. On the basis of these results, we suggest  that  
clinical t rials be conducted with met ronomic chemotherapy 
(at repeated low doses) to conirm its eficacy in the parotid 
tumours that  are normally considered chemoresistant  to 
standard-dose chemotherapy. Pending these studies, we 
would advise using chemotherapy on a met ronomic schedule 
for pat ients with pulmonary metastasis from an adenoid 
cyst ic carcinoma of the parot id gland.

References

1. Laquente B, Viñals F, Germà JR. Met ronomic chemotherapy: an 

ant iangiogenic scheduling. Clin Transl Oncol. 2007;9:93-8.

2. Therase P,  Arbuck SG, Eisenhauer AE, Wanders J,  Kaplan RS, 

Rubinstein L, et al. New guidelines to evaluate the response to 
treatment in solid tumors. J Natl Cancer Inst. 2000;92:205-16.

3. Gilbert  J, Li Y, Pinto HA, Jennings T, Kies MS, Silverman P, et  al.  

Phase II t rial of  taxol in salivary gland malignancies (E1394):  a 

trial of the Eastern Cooperative Oncology Group. Head Neck. 
2006;28:197-204.

4. Caballero M, Grau J, Blanch JL, Domingo J, Auge JM, Jiménez W, 

et  al. M. Serum vascular endothelial growth factor as prognost ic 

factor in metronomic (weekly) paclitaxel t reatment  for advanced 

head and neck cancer. Arch Otolaryngol. 2007;133:1143-8.

5. Wang J,  Lou P, Lesniewski R, Henkin J.  Paclit axel at  ult ra low 

concent rat ions inhibit s angiogenesis without  af fect ing cellular 

microtubule assembly. Ant icancer Drugs. 2003;14:13-9.

6. Gately S,  Kamen BA. The ant iangiogenic scheduling of  lower 

dose cancer chemotherapy. Cancer J. 2001;7:427-36.

7. Browder T, Butterield CE, Kraling BM, Shi B, Marshall B, O’Reilly 
MS, et  al.  Ant iangiogenic scheduling of chemotherapy improves 

eficacy against experimental drug-resistant cancer. Cancer Res. 
2000;60:1878-86.


