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Abstract: Objective To evaluate the short-term efficacy and quality of life of primary hepatocellular
carcinoma patients after radiotherapy and pregabalin treatment for neuropathic pain with bone
metastasis. Methods 32 patients with primary hepatocellular carcinoma bone metastases were treated
with radiotherapy combined with pregabalin treatment. Then, we prospectively studied the analgesic
efficacy for neuropathic pain and quality of life, used the brief pain inventory and douleur neuropathique
4 questionnaire (DN4) to evaluate pain at baseline, one and two months after radiotherapy, assessed
pain response using the international consensus endpoint definition of bone metastasis, and used
European Organization for Research and Treatment of Cancer Research and Treatment Quality of
Life Questionnaire (EORTC QLQ-C30) and bone metastasis module (QLQ-BM22) for quality of life
assessment. Results One and two months after radiotherapy, the average DN4 score of neuropathic
pain decreased, and the objective pain relief rates were 62.8% and 68.6%, respectively. The physical,
emotional, social, and role functional scores of EORTC QLQ-C30 functional scale significantly
increased in the first month after radiotherapy. Symptom scale of pain (P=0.015), insomnia (P=0.035),
and loss of appetite (P=0.022) improved, and fatigue was aggravated (P<0.05). Two months after
radiotherapy, the mean overall health score and all functional scale scores significantly increased than
those at baseline. The scores of all symptom scales decreased, except fatigue, constipation, and financial
difficulties (P<0.05). In addition, pain responders showed significant improvement in emotional function
(P=0.025) and physical function (P=0.029) in the functional scale and in pain (P=0.014) and fatigue
(P=0.035) in the symptom scale. The QLQ-BM22 score showed that the painful sites (P=0.021) and pain
characteristics (P=0.04) of the responders significantly improved compared with those of nonresponders
two months after radiotherapy. Conclusion Radiotherapy combined with pregabalin can relieve
neuropathic pain caused by bone metastasis from primary hepatocellular carcinoma and greatly improve
the quality of life, particularly in pain responders.
Key words: Neuropathic pain; Radiotherapy; Pregabalin; Hepatocellular carcinoma; Bone metastasis; Quality
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Figure 1 NRS score and DN4 score at baseline and after

radiotherapy
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A: comparison of the quality of life at baseline, one and two months after radiotherapy; B: comparison of the quality of life with DN4=4 points and

DN4<4 points one month after radiotherapy; C: comparison of the quality of life with DN4 =4 points and DN4<4 points two month after radiotherapy.
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Figure 2 Changes in quality of life were assessed by brief pain inventory
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=1 BITATE AR E REORTC QLQ-C30/E &if 53
Table1 EORTC QLQ-C30 questionnaire score at different time points before and after radiotherapy

Functional scales

EORTC QLQ-C30 Global Physical Emotional Cognitive Social Role
health status . . . S o
functioning functioning functioning functioning functioning
Before RT 40.7+16.2 42.3+11.7 46.5+15.6 68.6+18.1 44.7+15.3 45.5¢17.2
One month after RT 49.3+17.7" 51.9+17.8° 58.7+14.8° 70.4+19.0° 55.9+15.2° 54.4+15.3"
Two months after RT 66.2+£22.9° 62.8+17.7° 66.9+£19.9° 71.9+17.9° 60.3+£17.7° 65.7+18.8"
F 32.65 8.36 28.29 7.550 23.67 1533
P 0.024 0.037 <0.001 0.062 <0.031 0.013
Symptom scales
EORTC QLQ-C30 Fatigue Nau§ E.:a/ Pain Dyspnoea Insomnia gonsie Constipation Diarrhoea Ll
vomiting loss problems
Before RT 24.7£11.3 15.4+8.6 48.8+16.5 38.8+13.0 42.3+18.2 33.3+14.6 17.5£6.3 16.9+£8.7  25.8+20.0

One month after RT  27.2+9.3" 23.0+7.2° 36.4+13.4" 28.9+12.2" 36.8+16.6° 27.8+15.2" 18.8+8.6° 14.8+10.7° 24.1+17.3"
Two months after RT 31.4+11.5" 11.4+7.4° 28.2+14.7° 22.9+11.8° 25.7+14.6" 23.4+13.4* 16.9+9.2° 14.1+9.5° 35.6+17.7°
F 8.15 8.47 27.88 8.78 10.26 9.33 7.28 7.01 8.65
P 0.045 0.049  <0.001 0.035 0.015 0.024 0.066 0.073 0.04

Notes: RT: radiotherapy; a: P<0.05, compared with before RT group; b: P>0.05, compared with before RT group.

R2  HUTRIE AR E AEORTC QLQ-BM22(8E1F4} M2 BIEPOR ARG R, o7 2 Ak 2o
Table 2 EORTC QLQ-BM22 questionnaire score at TEAFEACEH 5, HE7n BB 30 HIDIR 5 T 3 1 g 34
different time points before and after radiotherapy (P=0.055) .

Phase Painful ngc QLlf“zu-rilt\fnzal Psychosocial 2.6 HBOHT IR 2 F AR 2R P ANl 22
sites  characteristics interference  aspects ﬁiﬁﬁ EIE7AE

S LT SHIN A BEOT L R A0

aferRT - - - FLFECR 4%, PR 184515 PR ICIE #1005 T

Two months 38.4+9.4° 42.8+17.2° 74.7+16.8" 53.8+13.8° JE2AN 1, PRI N A #2449, A 4ECR 6

;ﬁerRT 32.57 44.29 3435 10.27 o1, PRSHI, FORICRIAH S TR
P 0.022 0.011 0.018 0.055 Pl 225 PR I AN ) 025 3 A A o e A 5 4k

Notes: RT: radiotherapy; a: P<0.05, compared with before RT group; b: E’\J%{EEP@@Z E@%ﬁ er;%é?) ﬁir}:z/\ﬁ , 97}\{%
P>0.05, compared with before RT group. % ‘u\%‘i’%f)utHEORTC QLQ 30’ rj;Q%IjJ E@ﬁ%

R BITRNAMERRERMEBENEFERETS PRABILR

Table 3 Comparison of median quality of life scores of patients with different pain responses two months after radiotherapy
Responders (CR+PR)

Non-responders P

EORTC QLQ-C30
Global health status

22.8(~14.82-46.2)

9.5(~16-40) 0.037

Physical functioning 19.4(—12.33-36.82) —6.3(—30.40-20.64) 0.029
Emotional functioning 18.6(—31.24-40.36) —10.2(—28.24-8.64) 0.025
Cognitive functioning 3.44(-26.33-40) —21.4(-33.44-14.44) 0.055
Social functioning 4.77(-20.12-37.24) —12.9(=25.33-13.36) 0.667
Role functioning 1.34(-30.5-45.22) —3.56(—34.33-34.45) 0.885
Fatigue 17.9(—35.22-34.64) —10.8(—22.45-29.72) 0.035
Nausea/vomiting 14.67(—31.73-22.33) 12.03(—40.93-16.66) 0.218
Pain 30.8(—22.36-48.34) 16.6(—24.44-50.8) 0.014
Dyspnoea 5.55(-25.24-31.73) —3.67(—21.22-28.88) 0.626
Insomnia 23.6(—38.33-46.66) 10.8(—16.77-39.45) 0.042
Appetite loss 12.88(—44.67-26.67) 8.99(—24.24-18.33) 0.491
Constipation 0(—26.67-35.56) —4.6(—11.34-27.16) 0.678
Diarrhoea 6.4(—22.87-20.24) —1.8(=27.40-10.42) 0.561
Financial problems 3.8(—23.66-30.55) 5.6(—17.78-28.43) 0.664
EORTC QLQ-BM22
Painful sites 22(—20-48) 6.6(—20-26.66) 0.021
Pain characteristics 30.4(0-54.10) 18.8(—25.66-55.55) 0.040
Functional interference 21.12(—10.23-29.4) 7.77(=26.50-27.4) 0.182
Psychosocial aspects 9.11(—23.52-45.55) 12.33(—33.44-19.45) 0.233
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