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An Analysis on the Protocol Deviation of 126 Anti-tumor

Drug Clinical Trials

WEI Li-Xuan,SUN Tao, YU Hui-hui
(Cancer Hospital of China Medical University/Liaoning Cancer Hospital & Institute,Shenyang
110042, China)

Abstract: [Purpose ] To find out the pattern and characteristics of protocol deviation in clinical
trials of anti-tumor drugs,to analyze the causes,and to propose possible effective measures to solve
the problems,so as to provide scientific references to improve the quality of the trials. [Methods ]
Data including the number of deviation projects, cases and deviation categories were collected via
self quality assessment of registered anti-tumor drug clinical trial projects from 2017 to 2019 in
Liaoning Cancer Hospital ,and were grouped in terms of different years,departments and centre
approaches(global or domestic multicenters),and the differences between groups on protocol devia-
tion cases were compared statistically ,with count data being expressed in percentage ,and rate dif-
ference between groups were analyzed by Chi-square test. [ Results] Among the 126 clinical trials
of anti-tumor drugs,the data of 1247 subjects were reviewed ,and a total of 437 subjects had 1155
cases of protocol deviation. The number of incomplete observation/evaluation records cases was the
largest(467 cases,40.43%),and the number of inclusion and exclusion cases was the smallest(12 cases,
1.04%). There was a statistically significant difference in the number of cases among different cat-
egories (P<0.01). In both internal medicine and surgery departments,the rate of incomplete obser-
vation/evaluation records was the highest(internal medicine ;324 cases,37.41% ;surgery: 143 cases,
49.48%);The inclusion and exclusion problem in medicine (7 cases,0.81%) and the combined
medication in surgery (4 cases,1.38%) showed the lowest rate of protocol deviation,respectively;
There was a statistically significant difference in the number of cases between different depart-
ments(P<0.01). The top 2 most frequent categories of cases in global or domestic multicentre proto-
col deviation were incomplete observation/evaluation records and drug misuse cases;The rate of the
inclusion and exclusion problems was lowest (global: 5 cases,0.85% ;domestic: 7 cases,1.23%);
There was a statistically significant difference in the number of cases between two approaches of
centre (P<0.01).[ Conclusion] Clinical trials of anti-tumor drugs have a long medication cycle with
complicated observation indicators,and are prone to have protocol deviations including incomplete ob-
servationfevaluation records,drug misuse, et al. Protocol deviations can be effectively avoided by self-
inspection,targeted training and quality control, therefore the quality of anti-tumor drug clinical trials.
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Table 1 Statistics of protocol deviations from anti-tumor drug clinical trial,2017—2019

Number of

Number of self-inspection 2

Number of

Number of protocol 2

Year projects projects (%) X P cases deviations (%) X P
2017 74 11(14.86) 183 62(33.88)

2018 110 39(35.45) 50.70  0.000 391 176(45.01) 131.35 <0.01
2019 178 76(42.70) 670 199(29.70)
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Table 2 Comparison of the protocol deviating of clinical trial for antitumor drugs,2017—2019

2017 2018 2019
Type of protocol deviation Person Proportion Person Proportion Person Proportion —Total(%) X P
time (%) time (%) time (%)
Violation of GCP principles 32 15.17 53 10.19 24 5.66 109(9.44)
Inclusion and exclusion 1 0.47 5 0.96 6 1.42 12(1.04)
Incomplete observation/evaluation records 63 29.86 210 40.38 194 45.75  467(40.43)
Drug administration 16 7.58 51 9.81 18 4.25 85(7.36) 41.94 <0.01
Drug misuse 77 36.49 147 28.27 140 33.02 364(31.52)
Combined medication 6 2.84 19 3.65 8 1.89 33(2.86)
Biological samples 16 7.58 35 6.73 34 8.02 85(7.36)
i . E N £ d0s 92 5 o Table 3 Comparison of the protocol deviating of Internal Medicine and
1 % A B [ B & o Surgery Departments

> 588 ik, HENZ
L 567 Bk, FR/E N

Internal Medicine

Surgery (n=289)

22 L T 5 i 1 e LR )
YR LE AT AL 4 2 L8/
PRI SR A A 2y ) fil
A, EER/ENZ
O K HE A HE )R 5 58 i
19 U HE A A A ([ P

(n=866)
Type of protocol deviation z P
Person Proportion Person Proportion
time (%) time (%)
Violation of GCP principles 97 11.20 12 4.15
Inclusion and exclusion 7 0.81 5 1.73
Incomplete observation/evaluation records 324 37.41 143 49.48
Drug administration 72 8.31 13 4.50 3218 <0.01
Drug misuse 269 31.06 95 32.87
Combined medication 29 3.35 4 1.38
Biological samples 68 7.85 17 5.88
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Table 4 Comparison of the protocol deviating of global& domestic centres
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Violation of GCP principles 76 12.93 33 5.82

Inclusion and exclusion 5 0.85 7 1.23

Incomplete observation / evaluation records 206 35.03 261 46.03

Drug administration 22 3.74 63 11.11 58.15 <0.01
Drug misuse 217 36.90 147 25.69

Combined medication 20 3.40 13 2.29

Biological samples 42 7.14 43 7.58
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