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monitored 3–5 days after starting prednisolone, show-
ing a rapid decrease. After one week prednisolone was 
reduced to 15 mg OD. Transaminase levels continued 
to decrease and prednisolone was diminished to 
10 mg, and later 5 mg OD as toxicity had returned 
to  3  ULN. No adverse events were experienced 
from prednisolone. Both patients continued pazopanib 
at 600 mg OD with confirmed stable disease during 
38 weeks for Patient 1, and 18 weeks for Patient 2. 
Serum trough levels of pazopanib were measured 
under prednisolone treatment to confirm adequate 
exposure. Patients 1 and 2 had pazopanib levels of 26 
mg/l and 22 mg/l, respectively. The target pazopanib 
exposure in patients with mRCC is 20.5 mg/l, which 
both patients met [7]. However, the target exposure 
in patients with STS needs to be defined yet. Liver 
serology for hepatitis B and C tested negative in both 
cases. In conclusion, both patients showed rapid 
decrease of transaminases, sustaining after reducing 
the dose of prednisolone, and consequently pazopanib 
could be continued (Figure 1).

Discussion

In patients with advanced STS therapeutic options 
are scarce. Pazopanib is the only licensed oral tyrosine 
kinase inhibitor for non-adipocytic soft tissue sar-
coma. Therefore pazopanib discontinuation due to 
toxicity has major impact. Although our observations 
have to be explored further, we believe that manage-
ment as described could be applied under close 
monitoring of liver enzymes to patients with 
pazopanib-induced hepatotoxicity, in particular when 
no therapeutic alternatives exist.
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therapy FDG-PET was usually performed 2–3 
months after completion of combined therapy; 
interpretation of FDG-PET images by the visual 
analysis using a two-point scale was either a posi-
tive or negative scan. The technique of combined 
therapy is similar to that mentioned in our previ-
ous report [5]. Thirty-nine patients (83%) exhib-
ited complete resolution of tumor and eight 
individuals (17%) had incomplete or absent 
responses. At a median follow-up of 36 months, 
the overall locoregional failure and distant metas-
tasis rates were 17%. The two-year, overall survival 
rates in individuals with complete and incomplete 
disappearance of the neoplasms were 92% and 
57%, respectively (p  0.02); the corresponding 
two-year, disease-free survival rates were 97% and 
25% (p  0.01). After adjusting for patient age, 
primary and regional disease stage, site and vol-
ume of the neoplasm, number of chemotherapy 
drugs used, and the presence or absence of comor-
bidity, tumor response was the only significant 
independent predictor of prognosis.

The evidence regarding the prognostic significance 
of metabolic tumor responses demonstrated by FDG-
PET in LAHNC is scarce. Several reports [1,2,4] 
about such post-treatment negative and positive scans, 
unfortunately, were not correlated with patient sur-
vival. Our findings appear to be in accord with those 
from the literature. In order to better understand the 
value of FDG-PET computed tomography in the 
assessment of treatment response and prediction of 
outcomes after CRT for LAHNC, Passero et al. [3] 
analyzed their 53-patient experience. Observations 
from their investigation included: 1) Complete 
response was documented by FDG-PET in 27 cases 
(53%); 2) The two-year, progression-free survival 
rates for people with a complete response and without 
total disappearance of tumor were 93% and 48%, 
respectively, p  0.0002. The limitations of the present 
study include: 1) Its retrospective design and the small 
sample; 2) A selection bias of patients who were 
deemed fit enough to benefit from CRT. We believe 
that the observations from this review can only add to 
the sparse literature about the prognostic relevance of 
FDG-PET noted treatment responses. Gupta et  al. 
[6], in a meta-analysis of studies regarding the diag-
nostic merit of FDG-PET (CT) in the determination 
of treatment response, remarked that the negative pre-
dictive value of an after-therapy negative FDG-PET 
scan is exceptionally high and such finding is highly 
suggestive of absence of viable disease. In conclusion, 
FDG-PET imaging, aside from demonstrating meta-
bolic tumor response, is also useful for its prognostic 
predictive potential. Nonetheless, outcome research 
requires more attention/validation in this evidence-
based era.

To the Editor,

As the selective use of 18F-Fluorodeoxyglucose 
(FDG) positron emission tomography (PET) in the 
diagnosis and treatment of advanced stage malig-
nant disease has gained general acceptance at our 
institution, it becomes increasingly important to 
utilize this newer form of imaging towards under-
standing the effects of conventional chemoradio-
therapy (CRT). Published studies [1–4] reveal that 
few data exist on the prognosis associated with the 
metabolic tumor response shown by FDG-PET 
after CRT in individuals with locally advanced head 
and neck carcinoma (LAHNC). It is in this context 
that we retrospectively reviewed our single institu-
tion’s experience of people treated by CRT for 
LAHNC.

Forty-seven consecutive patients with pre- and 
post-treatment FDG-PET scans, treated between 
September 2003 to June 2011 and who were not 
lost to follow-up (Table I), were identified. Post-

Table I. Patient, tumor and treatment characteristics.

Feature No %

Total 47 100
Age at diagnosis (years)

Median 56
Range 35–83
Non-elderly ( 65 years) 42 89

Tumor stagea

T1-T2 12 25
T3-T4 35 75

Nodal stagea

N0–1 10 21
N2–3 37 79

Tumor site
Oropharynx 23 49
Otherb 24 51

Tumor volumec

 57 cm3 18 49
 57 cm3 19 51

Other illnessd

Absent 15 32
Present 32 68

Radiotherapy dosee (Gy)
Mean 70/50
Range 60–70/50

Chemotherapyf

1 drug 30 64
2 drugs 17 36

Follow-up (months)
Median 36
Range 8–130

aAmerican Joint Committee on Cancer staging system; bOral 
cavity, nasopharynx, hypopharynx, larynx, unknown site; cTumor 
volume determination using the formula π/6 (width) (length) 
(height); 37 evaluable patients; dHypertension, diabetes mellitus, 
asthma, congestive heart failure, atrial fibrillation, glaucoma, 
ulcerative colitis; eRadiation dose to the primary tumor bed-upper 
neck/lower neck; fCisplatin or Cetuximab; Cisplatin and 
5-Fluorouracil.
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To the Editor,

Chemoradiotherapy (CRT) is the standard treatment 
for locally advanced head and neck cancer (HNC), 
offering comparable survival to surgery with the ben-
efit of organ preservation. However, one of the most 
troublesome side effects is parotid (PG) and subman-
dibular gland (SMG) toxicity leading to loss of gland 
function and hypo-salivation. The mechanism of sali-
vary gland toxicity is incompletely understood and 
interventions for preventing or reversing hypo-saliva-
tion are currently limited [1]. The use of intensity-
modulated radiotherapy (IMRT) to reduce salivary 
gland dose is now routine, but it is only partially effec-
tive [2,3]. Non-invasive imaging might help to better 
understand the response of the glands to CRT and 
identify salivary gland toxicity. This could in turn help 
to develop therapeutic strategies. A previous report 
suggested that diffusion-weighted magnetic resonance 
imaging (DW-MRI) before and after treatment might 
be a promising tool for investigating changes due to 

radiotherapy [4]. Our goal was to image the effect of 
CRT on salivary glands using DW-MRI performed 
before, during and after CRT. Although DW-MRI in 
HNC is often performed with echo planar imaging 
(EPI) sequences, this technique is particularly prone 
to geometric distortions due to susceptibility artefacts. 
To overcome these possible disadvantages, we also 
used a non-EPI technique, (half-fourier acquisition 
single-shot turbo spin-echo, HASTE) [5]. Taking into 
account work that suggests heterogenous effects of 
radiation within glands, and different responses in PG 
and SMG, we analyzed sub-regions within individual 
glands and evaluated the parotid and submandibular 
glands separately [6–8]. We also looked for correla-
tions between DW-MRI changes and planned radia-
tion dose. In comparison with previous literature, the 
use of two different DW-MRI sequences, analysis of 
sub-regions in the glands and availability of imaging 
during, as well as before and after CRT, are strengths 
of this study.


