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Purpose: There have been few reports on comparison between sunitinib and pazopanib
as first-line targeted therapy in Korean metastatic clear cell renal cell carcinoma (ccRCC). We
sought to analyze the treatment trends of metastatic ccRCC by comparing the effects and ad-
verse events of sunitinib and pazopanib.

Materials and Methods: Data of 357 metastatic RCC patients who received the sunitinib or pa-
zopanib as the first-line targeted therapy from the Daegyeong Oncology Study Group database
was obtained and analyzed. Among these patients, patients who only clear cell type was con-
firmed after needle biopsy or nephrectomy were included, and patients who underwent target
therapy for less than 3 months were excluded.

Results: Of 251 patients who met the inclusion criteria, sunitinib and pazopanib group were
identified in 156 (62%) and 95 patients (38%), respectively. Pazopanib group was older (66 years
vs. 61 years, p=0.001) and more symptomatic (65% vs. 52%, p=0.037) and had more patients
with Karnofsky performance status <80 (20% vs. 11%, p=0.048) and fewer number of organ
metastases (p=0.004) compared to sunitinib group. There was no significant difference in dis-
ease control rate (88.5% vs. 87.3%, p=0.744), the median progression-free survival (19 months
vs. 15 months, p=0.444) and overall survival (25 months vs. 19 months, p=0.721) between
sunitinib and pazopanib. The most common grade 3/4 adverse events with sunitinib and pazo-
panib were anemia (5%) and hand-foot syndrome (3%), respectively. There was no significant
difference between sunitinib and pazopanib in number of patients who experienced grade 3/4
adverse events (15% vs. 11%, p=0.275). However, there were more patients who discontinued
treatment due to only adverse events in sunitinib group compared to pazopanib group (12%
vs. 3%, p=0.020).

Conclusions: In Korean metastatic ccRCC, pazopanib tended to be used in patients with poor-
er health status compared to sunitinib. Sunitinib and pazopanib had no significant difference in
treatment effect and survival, but pazopanib had more tolerable adverse events.
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Table 1. General characteristics of Korean patients with meta-
static clear cell renal cell carcinoma

Sunitinib Pazopanib

Characteristic group (n=156) group (n=95) p-value
Male sex 119 (76.3) 67(70.5) 0313
Age (yr) 61.2+11.0  65.8+10.5 0.001
BMI (kg/m®) 23.6+3.85 23.6+3.16  0.982
Comorbidities
Hypertension 66 (42.6) 49 (52.1) 0.143
DM 31(20.0) 26 (27.7)  0.163
Presentation, symptomatic 80 (51.6) 60 (65.2) 0.037
Poor prognostic features
Karnofsky performance status <80 17 (11.0) 19 (20.0) 0.048
Time from initial diagnosis 38 (24.5) 17 (17.9) 0.220
to treatment <1 yr

Hemoglobin level <LLN 21(14.2) 13 (13.7) 0.912

Corrected serum calcium level 6(5.9) 5(5.9) 0.987
>10 mg/dL

Lactate dehydrogenase level 12 (13.6) 7(8.9) 0.332
>1.5x ULN

Metastasis
Synchronous 99 (63.5) 52 (54.7) 0.171
Metachronous 57 (36.5) 43 (45.3)

Time since initial diagnosis (mo) 19.1£38.0 25.2+52.4 0.285

No. of organs metastasis 0.004
1 79 (50.6) 69 (72.6)
2 48 (30.8) 15 (15.8)
>3 26 (16.7) 10 (10.5)
Unknown 3(1.9) 1(1.1)

Sites of metastatic disease
Lung 121 (79.1) 70 (74.5)  0.400
Lymph node 35(22.9) 18(19.1)  0.488
Liver 15(9.8) 5(5.3) 0.210
Bone 41 (26.8) 25(26.6)  0.972
Brain 13 (8.5) 3(3.2) 0.117
Adrenal gland 21(13.7) 1(1.1)  <0.001
Pancreas 8(5.2) 44.3) 1.000
Contralateral kidney 2(1.3) 0(0) 0.527
Others 3(2.0) 5(5.3) 0.265

Prior nephrectomy 112 (71.8) 69 (72.6) 0.886

MSKCC risk group 0.529
Favorable 73 (46.8) 56 (58.9)
Intermediate 73 (46.8) 33 (34.7)

Poor 2(1.3) 6(6.3)
Unknown 8(5.1) 0(0)

IMDC risk group 0.137
Favorable 52 (33.3) 49 (51.6)
Intermediate 91 (58.3) 38 (40.0)

Poor 53.2) 8(8.4)
Unknown 8(5.1) 0(0)
Metastasectomy 29 (18.6) 11 (11.6) 0.141

Values are presented as mean+standard deviation or number (%).

BMI: body mass index, DM: diabetes mellitus, LLN: lower limit of
normal, ULN: upper limit of normal, MSKCC: Memorial Sloan Kettering
Cancer Center, IMDC: International Metastatic Renal Cell Carcinoma
Database Consortium.
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Sunitinib¥} pazopanibw9 EA4S H| w3 A=
Table 13} 2t} B4t AHL sunitinibw* 61.2+11.04,
pazopanibw* 65.8+10.54|2 pazopanibwolA ©
EA UePtH(p=0.001). Lol A3t 540l d= &
ZE pazopanibwto] © QO™ (51.6% vs. 65.2%,
p=0.037), Karnofsky perfomance status’} 803 u|gt
Ql &A% pazopanibwto] WHAITH11.0% vs. 20.0%,
p=0.048), ¥Z #Hold W49 4+ sunitinibw°| H
2ortH(p=0.004). ¥ MSKCC risk group ¥ IMDC
risk group®l| W& A9 BXE= F FoJA ZJo]E H
o|A] A} (AL p=0.529, p=0.137), 1EY L T
g 5 71A g FE FFE ol Il Aol
(synchoronous vs. metachronous)2} nephrectomy
o] X metastasectomy 9H-= F o 7H] Zjo|&= ¢t

2.0

Sunitinib¥} pazopanibw2] X|& ¥kgo] T v
oA & SAE(88.5% vs. 87.3%) L & APE(11.5%
vs. 12.6%)°1A4 93t o= YA (p=0.744), B
=+ AR 717H17.7788 vs. 15.970€F, p=0.495)14 = &
A Aol= YAHTable 2). £33 A& 717H1970<L
vs. 1571, p=0.444)3} AA] A= 717H2571€E vs. 1971
¥, p=0.72)X % F 9 Zol= UUTHFigs. 1, 2).
E3F MSKCC ¥ IMDC risk group 181 Karnofsky

Table 2. Prognosis for initial target therapy in metastatic clear cell
renal cell carcinoma

Sunitinib group Pazopanib group

Variable (n=156) (n=95) p-value
Best response
Disease control 138 (88.5) 83 (87.3) 0.744
Complete response 2(1.3) 4(4.2)
Partial response 40 (25.6) 25(26.3)
Stable disease 96 (61.5) 54 (56.8)
Progressive disease 18 (11.5) 12 (12.6)
Treatment duration (mo) 17.7£21.9 15.9+17.2 0.495

Values are presented as number (%) or mean+standard deviation.
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Fig. 1. Kaplan-Meier analysis for progression free survival
between sunitinib and pazopanib in metastatic clear cell renal

Fig. 2. Kaplan-Meier analysis for overall survival between
sunitinib and pazopanib in metastatic clear cell renal cell

cell carcinoma.

Table 3. Results of comparing overall survival and progression-free survival of patients by prognostic feature and age for initial target

therapy in metastatic clear cell renal cell carcinoma

carcinoma.

OS (mo) PFS (mo)
Variable
Sunitinib Pazopanib p-value Sunitinib Pazopanib p-value
MSKCC risk group
Favorable 83.3 (63.5-103.1) 63.8 (52.9-74.7) 0.683 42.4 (35.5-49.3) 35.5(26.9-44.1) 0.275
Intermediate 92.3 (68.9-115.6) 70.7 (55.1-86.3) 0.233 44.0 (34.0-53.9) 34.8 (23.0-46.5) 0.067
Poor 30.0 (22.8-37.2) 18.3 (10.8-25.8) 0.245 9.5 (7.2-11.8) 13.7 (6.2-21.2) 0.126
IMDC risk group
Favorable 87.9 (64.4-111.4) 61.4 (50.0-72.7) 0.502 49.0 (35.9-62.0) 43.2 (33.2-53.3) 0.824
Intermediate 94.8 (74.1-115.6) 81.2 (66.0-96.5) 0.397 50.1 (32.1-68.1) 42.9 (29.2-56.5) 0.169
Poor 34.3 (17.7-50.8) 17.6 (10.4-24.9) 0.514 28.2 (7.4-49.0) 13.0 (7.1-18.9) 0.247
KPS
<80 71.5 (47.0-96.1) 53.2(32.9-73.4) 0.290 47.6 (28.9-66.3) 32.2(24.1-40.2) 0.119
>80 95.1(78.2-112.1) 74.1 (62.3-85.9) 0.845 48.2 (40.5-55.9) 36.5(28.3-44.6) 0.149
Age (yr)
<50 92.6 (61.1-124.2) 76.4 (58.7-94.0) 0.322 34.7 (19.6-49.7) 23.4(19.2-27.6) 0.281
50-59 90.8 (68.0-113.7) 63.2 (40.2-86.3) 0.272 55.6 (38.6-72.6) 38.4 (17.8-58.9) 0.284
60-69 78.8 (56.5-101.0) 58.8 (44.0-73.6) 0.438 39.0 (31.2-46.9) 30.9 (19.0-42.8) 0.257
>70 64.8 (46.7-82.9) 67.6 (53.3-81.9) 0.647 35.1(25.5-44.7) 31.6 (23.3-40.0) 0.148

Values are presented as median (95% confidence interval).

OS: overall survival, PFS: progression free survival, MSKCC: Memorial Sloan Kettering Cancer Center, IMDC: International Metastatic Renal Cell

Carcinoma Database Consortium, KPS: Karnofsky performance status.
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H(11.5% vs. 3.2%, p=0.020), A £2EOoZ ARE
SHe AI71% sunitinibwtoll A o BIE FEFS BA+
(p=0.033) (Fig. 3). SunitinibQ] ¥2& 0 & pazopanib
o= tAt A= AR 2H(n=6) pazopaniba AH&
st E AfFo|A GO R sunitiniboE AT A
A= 1ok Sunitinibwol A 7 &3k R
WHQ26.3%), 5 537(23.7%), AAH22.4%)92oH,
pazopanibwtol|A 7F &3F #2822 1] 2(23.2%), A
AH14.7%), FHHB.4%)9] «olUtt. E3F, grade 3/4
o] sgst= AZeE BAL 0 B E sunitinibwollA] ¥l
(5.1%), pazopanibollA +F SF(3.2%)°] 7P &
QttHTable 5).

Table 4. Grade 3/4 adverse events and discontinuation due to
adverse events for initial target therapy in metastatic clear cell
renal cell carcinoma

Sunitinib  Pazopanib

Adverse events grou group  p-value
(n=156) (n=95)
Grade 3/4 24 (15.4) 10(10.5) 0.275
Treatment discontinuation due to AEs 18 (11.5) 3(3.2) 0.020

Values are presented as number (%).
AEs: adverse events.

S

Aold AR A A8E At 10972 sunitinib,
pazopanib, sorafenib, 13! axitinib 5 TKIs A|A|7}
FEARE AR} Pazopanibd sunitinib& Hl 1l
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®
Qo
o
a 0.50 1
©
=
g
» 0.254 Drug
Sunitinib
Pazopanib
0 50 100 150
Number at risk Time (mo)
=] 159 9 3 0
a 98 6 0 0

Log rank p-value: 0.033

Fig. 3. Kaplan-Meier analysis for initial systemic therapy
discontinuation due to adverse events between sunitinib and
pazopanib in metastatic clear cell renal cell carcinoma.

Table 5. Total adverse events for initial target therapy in metastatic clear cell renal cell carcinoma

Sunitinib (n=156)

Pazopanib (n=95)

Category
All grade Grade 3/4 All grade Grade 3/4
Fatigue 28 (17.9) 1(0.6) 22(23.2) 0(0)
Diarrhea 35(22.4) 0(0) 14 (14.7) 0(0)
Stomatitis 41 (26.3) 1(0.6) 8(8.4) 1(1.1)
Hand-foot syndrome 37(23.7) 2(1.3) 6(6.3) 3(3.2)
Hypertension 53.2) 1(0.6) 2(2.1) 0(0)
Nausea/vomiting 18 (11.5) 0(0) 6 (6.3) 0(0)
GERD 4(2.6) 0(0) 1(1.1) 0(0)
Weight loss 3(1.9) 1(0.6) 5(5.3) 0(0)
Liver toxicity 2(1.3) 0(0) 1(1.1) 0 (0)
Thrombocytopenia 11(7.1) 4(2.6) 0(0) 0(0)
Neutropenia 8(5.1) 1(0.6) 4(4.2) 0 (0)
Anemia 13 (8.3) 8(5.1) 0(0) 0(0)
Skin rash 10 (6.4) 0(0) 1(1.1) 0(0)
Constipation 7 (4.5) 0(0) 7(7.4) 0(0)
Anorexia 6(3.8) 1 (0.6) 7(7.4) 2(2.1)
General edema 9 (5.8) 0(0) 2(2.1) 0(0)
Dyspnea 8(5.1) 4(2.6) 6(6.3) 2(2.1)
Headache 3(1.9) 1 (0.6) 2(2.1) 0(0)
Abdominal pain 5(3.2) 1 (0.6) 3(3.2) 1(L.1)
Others 7 (4.5) 4(2.6) 9(9.5) 3(3.2)

Values are presented as number (%).
GERD: gastroesophaheal reflux disease.
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