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Meta-analysis of efficacy and safety of cabozantinib in the treatment of advanced thyroid cancer
ZHU Jing', XIE Ji*, ZHAO Ziting', HU Xiaoxia' (1. Dept. of Geriatrics, Lanzhou University Second Hospital,
Lanzhou 730030, China;2. Dept. of Oncology, Lanzhou University Second Hospital, Lanzhou 730030, China)

ABSTRACT OBJECTIVE To review the efficacy and safety of cabozantinib in the treatment of advanced thyroid cancer.
METHODS Retrieved from PubMed, the Cochrane Library, Embase, ClinicalTrials.gov, Wanfang data, VIP, CNKI and China
Clinical Trials Registry, randomized controlled trials (RCTs) about cabozantinib (trial group) versus placebo (control group) were
collected from the inception to Nov. 2022. After literature screening, data extraction and quality evaluation, meta-analysis was
performed by using RevMan 5.4 software. RESULTS A total of 4 RCTs were included involving 588 patients. The results of the
meta-analysis showed that the progression free survival (PFS) [HR=0.24, 95%CI (0.19,0.31), P<<0.000 01], objective response
rate (ORR) [RR=31.46, 95%CI (6.32,156.75), P<<0.000 1], the incidence of grade 3-4 adverse event (AE) [RR=2.15,95%CI
(1.76,2.61) , P<<0.000 01], severe adverse event [RR=1.78,95%CI (1.11,2.83), P=0.02], diarrhea [RR=3.29, 95%CI(1.62,
6.66) ,P=0.001], palmar-plantar erythrodysesthesia syndrome [RR=28.19,95%CI (12.25,64.88),P<<0.000 01], and hypertension
[RR=6.50,95%CI (3.90,10.83),P<<0.000 01] in trial group were significantly higher than control group; there was no statistical
significance in overall survival (OS) [HR=0.83, 95%CI (0.67,1.02) , P=0.07] or the incidence of fatigue [RR=1.25, 95%CI
(0.78,1.98), P=0.35] between the two groups. Subgroup analysis showed that PFS and ORR in patients with differentiated thyroid
carcinoma (DTC) and medullary thyroid carcinoma (MTC) in the trial group were significantly higher than control group (P<
0.05). There was no significant difference in OS of DTC and MTC patients in the trial group compared with the control group (P>
0.05). CONCLUSIONS Cabozantinib can prolong PFS and increase ORR in patients with advanced thyroid cancer, but the
incidence of AE is high.

KEYWORDS cabozantinib; thyroid cancer; efficacy; safety; meta-analysis
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ard Ratio Hazard Ratio
Study or Subgroup __log[Hazard Ratio] SE_Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
T

1.11DTC

Brose 2021 -15141 02684 21.2% 0.22[0.13, 0.37] ——
Brose 2022 -15141 0.1954 39.9% 0.22[0.15, 0.32] -
Subtotal (95% CI) 611% 0.22 (0.16, 0. 301 <>
Heterogeneity. Chi? = 0.00, df = 1 (P = 1.00); P = 0%

Test for overall effect: Z = 9.58 (P < 0.00001)

112 MTC

Elisei 2013 -1273 01978 38.9% 028l0.1 0.41) -
Subtotal (95% CI) 8.9% 0.28 [0.19, 0.41] @
Heterageneity. Not applicable

Test for overall effect: Z = 6.44 (P < 0.00001)

Total (95% CI) 100.0% 0.24 [0.19, 0.31] *

Heterogeneity: Chi? = 0.91, df = 2 (P = 0.64); I = 0%
Test for overall effect: Z = 11.51 (P < 0.00001)
Test for subgroup differences: Chi? = 0.91, df = 1 (P = 0.34), I = 0%
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121D7C
Brose 2021 -0.6162 03537  B.9% 0.54(0.27, 1.08] r
Brose 2022 -0.2744 02674 15.7% 0.76[0.45, 1.28] ——
Subtotal (95% CI) 24.6% 0.67 [0.44, 1.02) -
Heterogeneity: ChiZ = 0.59, df = 1 (P = 0.44); I = 0%

Test for overall effect: Z = 1.87 (P = 0.06)
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Elisei 2013 -0.0202 0.2254 22.0% 0.98(0.63, 1.52] —_—
Schiumberger 2017 -0.1625 0.1448 53.4% 0.85 [0.64, 1.13] —.
Subtotal (95% CI) 75.4% 0.89 [0.70, 1.13] <
Heterogeneity: ChiZ = 0.28, df = 1 (P = 0.60); I = 0%

Test for overall effect: Z = 0.99 (P = 0.32)

Total (95% CI) 100.0% 0.83 [0.67, 1.02]

Heterogeneity: ChiZ = 2.16, df = 3 (P = 0.54); I = 0% ot

Test for overall effect: Z = 1.79 (P = 0.07)
Test for subgroup differences: Chi? = 1.28, df = 1 (P = 0.26), I = 21.8%
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Brose 2021 10 67 0 33 336% 10.50[0.63,173.88] -
Brose 2022 19 170 0 88 331% 20.30[1.24,332.27) —_—
Subtotal (95% CI) 237 121 66.7% 1537 [2.13,111.00] =

Total events 29 0

Heterogeneity: Chi? = 0.11, df = 1 (P = 0.74); ¥ = 0%

Test for overall effect: Z = 2.71 (P = 0.007)

332 MTC

Elisei 2013 62 219 0 111 333% 63.64(3.97,1019.17] —_——
Subtotal (95% CI) 219 111 333% 63.64[3.97,1019.17] ——
Total events 62 0

Heterogeneity: Not applicable

Test for overall effect: Z = 2.93 (P = 0.003)

Total (95% CI) 456 232 100.0% 3146 [6.32, 156.75] e

Total events 91 1

Heterogeneity: Chi’ = 0.93, df = 2 (P = 0.63); | )

Test for overall effect: Z = 4.21 (P < 0.0001)
Test for subgroup differences: Chi* = 0.67, df = 1 (P = 0.41), > = 0%
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