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Abstract

Background: Pazopanib is an oral multi targeted tyrosine kinase inhibitor that has been approved
for first-line treatment of metastatic Renal Cell Carcinoma (mRCC). This trial aimed to investigate
the real-life clinical outcomes of the first-line pazopanib in Egyptian patients with mRCC.

Patients and Methods: Data from 30 patients with mRCC, treated with pazopanib at our institutions
during the period from January 2016 to December 2018, were analyzed retrospectively. All patients
received 800 mg/day pazopanib. The primary end point was Progression-Free Survival (PES).
Secondary end points included overall survival, tumor response rate, and safety.

Results: Thirty patients were included 23 (76.7%) male and 7 (23.3%) female, of median age 53
years (range, 20-76 years). Clear cell pathology was reported in 80%. Lung and Lymph nodes were
the most common sites of metastasis 53.3%, 46.7 respectively. Most AEs were grade 1/2, Diarrhea
(33.3%), hypertension (26.7%), and stomatitis (23.3%) were the most common AEs reported while
thrombocytopenia was the most common hematological toxicities. The median PFS was 9 months
(95% CI7.12-10.87) and the median OS was 28 months. The estimated 2-year survival rate was 57%.
The objective response rate was 30%.

Conclusion: This study proved that pazopanib treatment has clinically acceptable efficacy and safety
profile in unselected real-world Egyptian patients with mRCC.
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CR: Complete Response; PR: Partial Response; SD: Stable Disease; PD: Progressive Disease
Introduction

Kidney cancer is the eighth most common cancer in the United States. Renal Cell Carcinoma
(RCC) represents the most common type of kidney cancer in adults. The clear cell type represented
the main histological subtype accounting approximately 80% of all RCC [1].

In newly diagnosed RCC, a quarter of patients will present with metastatic RCC (mRCC), while
an additional 20% to 40% who initially present with localized disease will go on to develop mRCC
[2,3]. mRCC portends a poor prognosis with median Overall Survival (OS) less than three years [4].

Localized RCC can be successfully managed with surgery whereas metastatic RCC is refractory
to conventional chemotherapy. However, over the past decade, marked advances in the treatment
of mRCC have been made with targeted agents work by targeting angiogenesis and inhibit Vascular
Endothelial Growth Factor (VEGF) and its receptors (VEGFRs) [5]. Pazopanib is an oral Tyrosine
Kinase Inhibitor (TKI) that inhibits vascular endothelial growth factor (VEGF) receptors (VEGFR-1,
-2, and -3), platelet-derived growth- factor receptors, (PDGFR a/f), and stem cell factor receptor
(c-Kit) and proliferation and is approved as first-line treatment for mRCC [6].

The Progression-Free Survival (PFS) was significantly improved with pazopanib vs. placebo in
patients with mRCC [7]. In the large non-inferiority COMPARZ trial, a head to head trial comparing
the safety and efficacy of sunitinib and pazopanib in naive patients with mRCC. The reported results
showed comparable efficacy profile but the safety and quality-of-life profiles favor pazopanib [8].
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Table 1: Baseline patient characteristics.

Table 2: Pazopanib - related toxicities in overall population.

ECOG, Eastern Cooperative Oncology Group
*Patients with an unknown MSKCC risk category were missing results for one or
more of the five risk criteria

The aim of our study was to investigate the real-world clinical
outcomes of the first-line pazopanib in Egyptian patients with mRCC.

Patients and Methods

A retrospective collection of clinical data of patients with mRCC
from January 2016 to December 2018 treated at Clinical Oncology &
Nuclear Medicine Department, Mansoura University and EL-Mabra
Hospital Zagazig. Inclusion criteria were as follow: age > 18 years,
histologically confirmed RCC; measurable disease according to the

No. of patients (N=30) Grade 1/2 Grade 3/4
No. of patients Percent N % N %
Age (years) Hematological
Median (range) 53 (20-76) Leukopenia 0 0 0 0
Sex Anemia 2 6.7 0 0
Male 23 76.70% Thrombocytopenia 3 10 0 0
Female 7 23.30% Diarrhea 10 33.3 3 10
ECOG performance status Nausea 4 13.3 0 0
1 21 70% Anorexia 3 10 0 0
2 9 30% Vomiting 2 6.7 0 0
Comorbid illness Stomatitis 7 233 1 3.3
Diabetes 8 26.7 Fatigue 6 20 0 0
Hypertension 3 10 Hand—foot syndrome 5 16.7 0 0
IHD 1 3.3 Changes in hair color 9 30 0 0
Histology Hepatic 3 10 1 3.3
Clear cell 24 80% Hypertension 8 26.7 0 0
Non-clear cell 6 20%

: . . Response Evaluation Criteria in Solid Tumors (RECIST) guidelines
Time from diagnosis to treatment [9]; performance status evaluation by an Eastern Cooperative
<1 year 17 56.7 Oncology Group score (ECOG) of at least 2; adequate organ function
21 year 13 43.3 and receiving first-line treatment with pazopanib.

Prior nephrectomy 22 733 Exclusion criteria were patients with other malignancies, poor
Prior systemic treatment 0 0 performance status (ECOG 2 3), end-stage renal disease, Child-Pugh
Treatment naive 30 100 C liver cirrhosis, or poor heart or lung function, and patients who
No. of organs involved received prior chemotherapy or cytokines.
1 4 133 Baseline demographics and clinical data collected. The response
) 10 633 was measured using RECIST guidelines [9]. Adverse Events (AEs)
were evaluated according to Common Terminology Criteria for
23 ’ 234 Adverse Events (CTCAE) [10].
Sites ofmetastases The primary endpoint of this study was Progression-Free Survival
Lung 16 533 (PES), which was defined as the time from the initiation of pazopanib
Lymph nodes 14 46.7 to the date of progressive disease or death. Secondary endpoints
Bone 11 36.7 included the objective Response Rate (RR), safety and Overall Survival
Liver - 23.3 (OS), which was defined as the time from the initiation of pazopanib
to date of death or last follow up. As this study is a retrospective
Local recurrence > 16.7 study, the requirement of informed consent was waived. The study
MSKCC risk category was approved by the Institutional Review Board (IRB) at the faculty
Favorable (0) 9 30 of medicine, Mansoura University.
Intermediate (1-2) 14 46.7 StatistiCS
Poor=3 2 67 Descriptive analysis was performed to clinical data of patients
Unknown* 5 16.7 by reporting them as frequencies and proportions. We estimated

the survival rates during the entire follow-up period by the Kaplan-
Meier method. For all tests, significance was defined at p<0.05. The
statistics were accomplished through Statistical Package Version 23
(SPSS, INC., Chicago, IL, USA).

Results

Patients' characteristics

Medical records were collected from 30 consecutive patients who
were treated with the first-line pazopanib at two hospitals between
January 2016 and December 2018. The baseline demographic and
clinical characteristics, tumor features and risk group stratification as
per Memorial Sloan-Kettering Cancer Center risk model (MSKCC)
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Table 3: Summary of tumor response.

Response N %
CR 0 0
PR 9 30
SD 13 43
PD 6 20
Response rate CR+ PR) 9 30
Unknown 2 7

[11] are listed in Table 1.

Median age was 53 years with male predominance (76.7%) and
70% of patients were of ECOG PS 1. Clear cell pathology was reported
in 80%.

Lung, Lymph nodes and bone were the most common sites of
metastasis 53.3%, 46.7% and 36.7% respectively. Nineteen patients
(63.3%) presented with two sites of metastasis. Twenty-one patients
(70%) in this study were initially diagnosed with localized disease
and had radical nephrectomy. Approximately 24% of those who
had metastatic disease at presentation underwent cyto reductive
nephrectomy before pazopanib treatment. Five patients did not have
baseline LDH level or serum calcium before starting pazopanib;
therefore, only 25 patients could be evaluated for MSKCC risk
stratification.

Safety and toxicity

Tolerance to pazopanib was good with very few Grade III-IV
toxicities. Only 2 patients (6.7%) needed dose modifications and
no patient required discontinuation due to AEs. The toxicity profile
in our study is illustrated in Table 2. Most AEs were grade 1/2.
Diarrhea (33.3%), hair color changes (30%), hypertension (26.7%),
and stomatitis (23.3%) were the most common AEs reported while
thrombocytopenia followed by anemia were the most common
hematological toxicities. The most common grade 3/4 AEs was
diarrhea occurring in three patients (10%), which recovered after
withholding pazopanib for 1-2 weeks and conservative management.

Efficacy

The efficacy analysis is documented in Table 3. The best ORR
could not be evaluated for 2 patients as they lost the follow up after
a description of treatment. At the time of analysis, 17 out 28 patients
were alive-five patients continuing pazopanib, ten patients on the
second line and two patients shifted to palliative care.

There were no patients with Complete Response (CR). Only nine
patients (30%) had a Partial Response (PR) while thirteen patients
(43%) had Stable Disease (SD). three patients (10%) failed on
pazopanib therapy with primary progression. The RR for pazopanib-
treated patients in the overall study population was 30%.

Median PFS and OS were 9 (95% CI 7.12-10.87) and 28 (95% CI
3.78-52.12) months, respectively. The 2-year survival rate was 57%.
The survival data were assessed in the Kaplan-Meier analysis shown
in Figures 1 and 2.

Discussion

In our country, we have recently used the pazopanib in the
management of mRCC, may be due to financial issues. In this
retrospective observational study, we tried to address its efficacy and
safety when used in naive cases in our populations.
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Figure 1: Kaplan—Meier estimates of progression free survival among
metastatic renal cell carcinoma patients treated with first-line pazopanib.
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Figure 2: Kaplan—Meier estimates of overall survival among metastatic renal
cell carcinoma patients treated with first-line pazopanib.

Our patients experienced acceptable tolerance and self-limiting.
While there were no patients discontinued the treatment due to
AEs, only two patients needed dose reduction. Diarrhea (33.3%),
hair color changes (30%), and hypertension (26.7%) was the most
common side effects. Referring to the efficacy, RR and SD were 30%
and 43% respectively. The median PFS and OS were 9 months (95%
CI, 7.12-10.87) and 28 months (95% CI, CI 3.78-52.12), respectively
with estimated 2-year survival was 57%. Our results are comparable
with many previous studies [8,12,13] and although it is small sample
size and retrospectives, it denotes the good tolerability response of
our patients to pazopanib.

Although mRCC is treatable, still incurable so, the rationale of
treatment is to get the best response with the least toxic modalities.
Target therapy using anti-angiogenesis, and or TKIs represented
the backbone of treatment in both first and second-line. Pazopanib
inhibits Vascular Endothelial Growth Factor (VEGF) receptors
(VEGFR-1, -2, and -3), platelet-derived growth- factor receptors,
(PDGFR «/B), and stem cell factor receptor (c-Kit) in the tumor
cells with subsequent inhibition of cellular growth and proliferation.
Worldwide, it has been used for the management of mRCC [14].

The approval in the first line- treatment was based on randomized
prospective, multicenter, placebo-controlled double-blind phase IIT
trial in treatment-naive and cytokine-pre-treated mRCC patients.
The PFS was significantly improved with pazopanib vs. placebo in
whole study population, treatment naive subgroup, and the pre-
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treated subgroup (PFS 9.2 vs 4.2 months; HR, 0.46; 95% CI, 0.34 to
0.62; P<0.0001; PFS 11.1 vs 2.8 months; HR, 0.40; 95% CI, 0.27 to 0.60;
P<0.0001, and PES, 7.4 vs 4.2 months; HR, 0.54; 95% CI, 0.35 to 0.84;
P<0.001), respectively. The ORR was 30% and 3% for pazopanib and
placebo, respectively. Diarrhea, hypertension, and hair color changes
were the most common AEs. There was no statistically significant
difference in the quality of life in both groups [15].

Although there was no statistically significant difference in OS
between the two groups, the results were confounded not only due
to the extensive and early crossover to pazopanib group but also the
prolonged crossover treatment. In an extension of the previous study;
in the placebo group, all the patients who had DP shifted to receive
pazopanib. At the interim analysis, all patients stopped pazopanib
due to DP and did not link to side effects [16].

The PISCES is a phase IIIb trial supported the results of
COMPARZ trial, designed to evaluate the patients’ preference for
pazopanib or sunitinib at 22 weeks of treatment. About 70% of
enrolled patients preferred pazopanib due to better QOL, while 22%
of patients had selected sunitinib.

Referring to the non-inferiority COMPARZ trial, a head to head
trial comparing the safety and efficacy of sunitinib and pazopanib
in naive patients with mRCC. While, the reported results showed
comparable efficacy profile, the safety, and quality of life were
different.

The alanine aminotransferase level was more elevated in patients
treated with pazopanib (60% vs 43%), while thrombocytopenia (78%
vs 41%), fatigue (63% vs 55%), and hand-foot syndrome (50% vs
29%), were more common in sunitinib- treated patients [8].

As we know COMPARZ trial included 1110 candidate patients
were enrolled at sites in 14 countries in Europe, North America,
Asia, and Australia. In sub-analysis of the patients revealed that
ethnic and geographic differences in efficacy and toxicity profiles.
For example, pazopanib demonstrated better median PFS compared
with sunitinib (11.1 vs 8.4 months) respectively. The explanation for
this phenomenon is not clear, however, the effect of ethnicity may
be accused; through differences in drug exposure with subsequently
change in both the pharmaco dynamics and Pharmacogenetics. The
treatment discontinuation related to AEs was 24% for pazopanib
compared with 20% for sunitinib [14].

Although this sub-analysis results, up till now there no ethnic-
based therapy selection in MRCC. Both pazopanib and sunitinib are
category 1 recommendation as per NCCN guidelines. The selection of
therapy should be individually based on clinical and laboratory data
as the severity of symptoms, patient preference, and QOL [18].

The results of our study report that pazopanib demonstrated an
acceptable safety and efficacy in our patients corresponding to the
international data.

To our knowledge, this is the first study in Egypt to evaluate the
safety and efficacy of pazopanib on our patients. The included patients
were treated with pazopanib in two separate academic oncology
departments to decrease selection bias.

Limitations

The retrospective studies are usually accused as the data most
always incomplete and depending mainly on medical documentation
which may lead to selection bias. Although the utility of different

imaging techniques with different intervals evaluation considered
a drawback, it is considered a reflection of real-life oncologists’
experience. The small sample size and absence of a comparative
group are another important limitation.

Conclusion & Recommendations

Our results reported that pazopanib is well tolerable and active
in our patients with mRCC in the first-line setting. We need further
studies to clarify the possible genetic variations or molecular markers
in various ethnicities which may be related to tumor responsiveness
or resistance to TKIs.
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