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H E: BW MR CREEANME N IR ESE (PEGylated recombinant human endostatin solution for injection,
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I ST /N A0 R e £ 2 N LR HEE A AIESE . M2ES JEA0$E 4 NIE4L: 7.5, 104 12,50 15 mg/m?, FEAFIELIE D
3 IR/ N R s BB 1 R 3% 175 (£20%) mg/m® 4 FEIZEE, 5 2 Ki% AUC= (540.5) mg/(mL-min)% T4, M2ES
FA AR B AV MR T 3. 10, 17 REZ, 21d 0 VANEW, SL2 AR, WaiayT IR S5 (i sz R 2 4, iR
I7 G R SR AT RO R 2 )% B8 R M2ES G TC J7 S dne i ILIKAS RSO 2 AL N B 82.6% /0 LIS 575 34.8%
Wl 21.7%. FURPREIEREE T 15 mg/m® FRAL, RIY 1B IV BERZ . 160 TR SOR TV B 4L 2 5% . M2ES I
K2 HE (MTD) 4 15 mg/m?, #E2E NG AR I AN 12.5 mg/m®e M5 RECIST bevfEVPA IR SZ MR, I89T 45 3R
I 13 B R EERE, 2 PURERREM, IRRGRCEN 13.3%, GKRZHRN 100%. &8 M2ES 5 TC &I A &
BEIMAGTT AN B S, M2ES [ MTD & 15 mg/m?, % IR 5677 &4 12.5 mg/m?.
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Safety assessment of PEGylated recombinant human endostatin solution for injection
combined with TC chemotherapy in phase I clinical studyon advanced non-small
cell lung cancer

CHEN Peng, LI Kai, LIANG Yan
Tianjin Medical University Cancer Institute and Hospital, Tianjin, China, 300060

Abstract: Objective To evaluate the tolerance and safety of PEGylated recombinant human endostatin solution for injection (M2ES)
in patients with non-small cell lung cancer (NSCLC) by paclitaxel, carboplatin chemotherapy (TC regimen). Methods Cases (23) of
patients with advanced NSCLC according to pathological diagnosis were carried into the study. M2ES consisted of four groups: 7.5,
10, 12.5, and 15 mg/m?, and each dosage group contained at least three cases of NSCLC patients. On the first day, the patients were
administered with paclitaxel, 175(x 20%) mg/m?, and on the second day, they were administered with carboplatin at AUC=(5 = 0.5)
mg/(mL-min). They were administered with M2ES according to dosages which were set up on the 3, 10, 17 days of administration.
The course of treatment was 21 d, lasted for 2 courses. The tolerance and safety of patients were observed, at the same time, the
treatment response rate and the clinical benefit rate were calculated. Results The most common adverse reactions were leucopenia
(82.6%), ECG abnormalities (34.8%), and nausea (21.7%). Dose-limiting toxicity appeared in the 15 mg/m* dosage group, and the
performance included one patient with [V-degree rash, one patient with III-degree jaundice and IV-degree transaminase abnormalities.
The maximum-tolerated dose (MTD) of M2ES was 15 mg/m?”. The recommended dosage for phase 11 clinical trial was 12.5 mg/m’.
According to RECIST standard to evaluate tumor remission rate, at the end of the treatment, 13 cases of patients were with stable
disease, and 2 patients were with partial remission. The clinical effective rate was 13.3%, and the clinical benefit rate was 100%.
Conclusion The combination therapy of M2ES and TC regimen can be tolerated in advanced NSCLC patients. The MTD of M2ES is
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15 mg/m”. The recommended dose for phase II clinical trial is 12.5 mg/m?.
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Table 1 Adverse reactions

TR M2ES /| &#/(mg'm * .
B e ) BAEH

7.5 10 12.5 15

SE] I 1 3 1 0

11 1 1 0 0
82.6

11 2 1 1 4

v 0 0 1 3

oL S I 1 2 2 2
34.8

11 0 0 0 1

L I 0 1 0 1
21.7

11 0 1 0 2
IR I 0 1 0 3 17.4

ALT I 0 0 1 0

)| 0 0 0 1
17.4

11 0 0 0 1

v 0 0 0 1

AR I 0 0 0 2
13.0

Il 0 0 0 1

{58 Fi I 0 1 0 1
13.0

1l 0 0 0 1

a2 I 0 0 1 1
13.0

v 0 0 0 1

T II 0 0 0 2
13.0

11 0 0 0 1

itk I 0 1 1 0
13.0

1l 0 1 0 0
Wi I 0 0 1 1 8.7
i I 0 0 0 2 8.7
I J% I 0 1 1 0 8.7
GGT I 0 0 1 0 8.7

1l 0 0 1 0
JBRA I 0 1 0 1 8.7
M FgE I 0 0 1 0 43
% 1fi. I 0 0 1 0 43
PLT 1l 0 0 0 1 43
ALP I 0 0 0 1 43
LDH I 0 0 0 1 43
RES I 0 0 0 1 43

5 M2ES A&k, mARSCHEl Mg, B BT IO RN . IR ZE R M2ES 4 7
FERT RS T OO IEEE, PIRZEMTZ 2 N e & 7.5 104 12,5 mg/m? 3 MHIEA T, %42
SLOMEREE, RPN SRR A ORI —IRER I R RGN, R Z . 15
PR . BARYE, M2ES 5 TC BES AR mg/m® 41T 7 GlE# A, 1 @B,
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11 IV JEE BB i) B8N 1481 0L 2SR L TV B2 g
SR . B LR R BRI PR R PR B Ry
33.3% (2/6), X% MTD fikr, LI EALEEE R
A A R TR SRR, bR IeTt, #iE
M2ES MTD 4 15 mg/m?, {45 11 Il AR A0 710 54
12.5 mg/m*.

A7 SR 1 T I AR S, M2ES
A5 NP J7 ZA0 YT fie W 402 372 e W 011 /) 40 o o 2
B GEMARR  TP LRI TR IR (] AN A o, HL
2 A PE B . Han 51 OHR0E L EE IS TC J7 T LA
B 1 S TR LR YT (R I 30D A /D 40 Al A6 1
WA R, HERH R 2 etE. AT 23 4
SR EE T 1S B AT AT HID 7 0P, i
N 100%. WEFTET R 7R, M2ES & TC %
VAT IR YTAE A A Lt 00 A s R AR T %, H
M2ES & Ji — Ui, SR HIE EARK
it
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