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Data Analysis on Protocol Deviation in Blind Review of Drug Clinical Trials of a CRO Company from
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ABSTRACT OBJECTIVE: To study the effects of protocol deviation on the results of clinical trials, and to provide reference for
rising the quality management of drug clinical trials. METHODS: Blind data review forms for clinical trials of a contract research
organzation (CRO) company in Guangzhou from 2010 to 2019 were collected to analyze general characteristics of protocol
deviation, the situation of protocol deviation before and after the “722 announcement” (Announcement on Carrying Out
Self-inspection and Verification of Drug Clinical Trial Data issued by CFDA on July 22, 2015) as well as the effects of protocol
deviation on full analysis set (FAS) population division. The suggestions were put forward. RESULTS: A total of 45 trials were
included, involving 454 centers, 14 304 disease cases and 5 562 cases of protocol deviation. The most common types of protocol
deviations were over-window, violation of criteria of the inclusion and exclusion, and drop-out, which accounted for 36.88% ,
20.71% and 18.43% respectively. There was no statistical significance in protocol deviation degree of clinical trials with different
stages or drug types (P>0.05); there was significant difference in the degree of protocol deviations in clinical trials with different
stages before and after the “722 announcement” (P<<0.05); the incidence of deviations from over-window, violation of cirteria of
the inclusion and exclusion, and medication compliance had increased after the “722 announcement” ; 82.07% of cases with
protocol deviations could enter FAS, and the population who included in FAS but did not enter per protocol set (PPS) accounted
for 53.99% of the total deviation, of which deviations from drop-out and combined medication accounted for 19.51% and 4.29%
respectively. All cases with deviation from medication compliance did not enter PPS. CONCLUSIONS: Drop-out, violation of
criteria of the inclusion and exclusion, and over-window are the main factors that cause clinical trial protocol deviations. The “722
announcement” played a certain role on improving the quality management awareness of the personnel in drug clinical trial.

Appropriate statistical methods should be selected to control bias, and to strengthen the quality management of drug clinical trials

and reduce protocol deviations, by paying attention to trial
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Tab 2 Basic information of the included studies

% N X
M a e g
WRAE  TMEESE 3122 1128 15 16 256(166,418)
IARRE 7097 2404 223 20 30.5(154,523) 23.05
VIR 2830 1743 51 3 63.2(527,638) 3633
Ao 1255 287 55 6 19.00128,372) 1742
)
)

2253 4197 0241

Pl S 5730 1986 179 19 238(179,323) 2318 0936 —0.08
WY 8574 3576 275 26 234(13.8,400) 2287
il

TOANET CTNETE 9134 2561 271 300 19.1(13.5,320) 17.63 15.325 <0.001

i PERCTAE" 3631 2170 82 6 57.0(47,644) 36.00
OMETR 1539 831 100 9 419(282,49.6) 3222

FE 2 A, 23 S0 AN [l i PR 1R 7339 A ) 2512
B T22 0005 " ) 1 5 SR ) 22 S e A T O3 b , 4
TR, ARl 73 AN [ 25 )2 AU e R T H &
AT G S AR B B B B 22 5 (P>0.05) 5 “T22 %
R B T22 A TN T22 8 I I R g 0 H Y
7 GBS 18 B 22 AT BT R I X (4*=15.325, P<
0.001) , AITA =B B S I R L 25 ANl
2.2 WEEHEZPIEKINETTRES XN SESH

®e TRAFHRARKRELREST
Tab 4 Type distribution of protocol deviations before
and after “722 announcement”
N

AR TR R

P
RRRA Wk BRLe Bk BRks R s
i 654 25.54 1107 5101 290 3490
EEMASHRIE 59 2144 392 18.06 211 2539
k& 664 259 230 10.60 131 15.76
¥ 283 11.05 360 16.59 n 8.66

P S tivg S 361 14.10 58 267 51 6.14
TRZ Kk Mt 50 1.95 23 1.06 76 9.14
At 2561 100 2170 100 81 100

2.4 FRIRBEXFFAS ABEXI4 HIR 0T

WG H ] 90 A FAS (95 Zfm 4 2 507
B FAS HAHEA PPS 1 5 280 25 1K 7 53.99 % , Horh
JBLTE A I 25 IR 2540 DA i 25 407k 43 391 i 19.51 %
4.29%F12.00% . T A5 A PPS 1 & A1t 15 4
A5G HEBRAR B 5 58 O 25 R LU AR S o S 15 R
24 A FAS 1Y PPS [H L UNZE 5 R o

Fz5 ZMAFASHHIPPSHIIER

Tab 5 Compositon of per protocol set in full analysis
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overall protocol
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