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[ Abstract] Objective To primarily explore the efficacy of Zi Huangjing'™ preparation in patients with cancer-
related fatigue (CRF) during chemotherapy. Methods This study was designed as a prospective, single-arm, multicenter
clinical trial. According to the plan of the study, patients with malignant tumors who had received at least one cycle of
chemotherapy and had moderate-to-severe CRF (Piper Fatigue Scale score=4) were enrolled. All the enrolled patients
took Zi Huangjing™ preparation (2.1 g, twice a day) every day during the two subsequent cycles of chemotherapy and
were followed up. During the period, the enrolled patients independently completed the Piper Fatigue Scale and European
Organization for Research and Treatment of Cancer Quality of Life Questionnaire Core 30 (EORTC QLQ-C30) scale, and
part of their biochemical and immunological indicators were measured at the baseline, before the second cycle of
chemotherapy (day 21), and before the third cycle of chemotherapy (day 42). The primary endpoint was the change in
Piper Fatigue Scale scores between the baseline and day 42. Results Eventually, 47 patients completed the entire study.
After treatment, the mean score of the Piper Fatigue Scale assessed before the third cycle of chemotherapy (day 42) was
3.21+1.67, which was significantly lower than that at baseline (5.89+1.36) (P=0.000), and the patients’ CRF was
significantly improved. In terms of quality of life, the patient's global quality of life, physical functions, role function,

emotional function, cognitive function, and social function were significantly improved. In terms of symptom

A {FEEH, E-mail: zhujiang@wchscu.cn



ERE B SR ORI R M I A B B £ L I PR 5 149

management, the patient's symptoms, such as fatigue, nausea and vomiting, insomnia, and appetite loss also significantly
improved. No severe adverse reactions (grades 3 and 4) occurred during the observation period of this study. After
evaluation, the adverse reactions that the patients actually had were considered to be related to chemotherapy, but
unrelated to Zi Huangjing'"' preparation. Conclusion According to our preliminary investigation, Zi Huangjing ™
preparation is safe and has the potential therapeutic effect of improving CRF in cancer patients during chemotherapy.

However, further larger-scale randomized controlled clinical studies are needed to confirm the efficacy of Zi Huangjing ™

in improving CRF.
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Table 1 Baseline demographic and clinical data of patients (n=55)

Clinical characteristic X+ s or case (%)

Agelyr. 57.1+10.0
Sex

Male 35 (63.6)

Female 20 (36.4)
Ethnicity

Han 49 (89.1)

Others 6(10.9)
Height/cm 163.6+6.7
Body mass/kg 59.7+9.4
History of allergic diseases

Yes 1(1.8)

No 54 (98.2)
Diagnosis

Lung cancer 49 (89.1)

Esophagus cancer 6 (10.9)
Stage

m 4(7.3)

\% 51 (92.7)
Treatment regimen

Pemetrexed+Carboplatin 17 (30.9)

Paclitaxel+Carboplatin 10 (18.2)

Gemcitabine+Carboplatin 2(3.6)

Etoposide+Carboplatin 4(7.3)

Pemetrexed+Cisplatinum 10 (18.2)

Paclitaxel+Cisplatinum 8 (14.5)

Gemcitabine+Cisplatinum 3(5.5)

Etoposide+Cisplatinum 1(1.8)
Performance status

0 41 (74.5)

1 14 (25.5)

%2 PiperEZHEERETETO. T1, T20 i8] RHIKF
Table 2 The total score of the Piper Fatigue Survey Scale at T0, T1, and

T2 time points
Analyticset n TO T1 T2 P1 P2
FAS 47 5.89+1.36 3.81+1.77 3.21+1.67 0.000 0.000
PPS 38 5.98+1.43 3.80+1.53 3.05+1.33 0.000 0.000

TO: Before first-cycle chemotherapy, i.e., the baseline; T1: before second-
cycle chemotherapy, i.e., day 21; T2: before third-cycle chemotherapy, i.e.,
day 42; FAS: missing data in T2 was treated with last observation carried
forward (LOCF) method; PPS: missing data in T2 were excluded; P1: TO vs.
T1; P2: TO vs. T2.
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Table 3 The proportion of change the total scores for Piper Fatigue

Scale at T1 and T2 compared to the baseline scores

Time point Degree of decline FAS (n=47)/case (%) PPS (n=38)/case (%)

T1—TO =4 9(19.15) 7 (18.42)
3-<4 4(8.51) 3(7.89)
2-<3 4(8.51) 4(10.53)
1-<2 14 (29.79) 13 (34.21)
<1 16 (34.04) 11 (28.95)
T2—T0 =4 16 (34.04) 14 (36.84)
3-<4 5 (10.64) 4(10.53)
2-<3 8(17.02) 8 (21.05)
1-<2 6 (12.77) 5 (13.16)
<1 12 (25.53) 7 (18.42)
TO, T1, and T2 denote the same as those in table 2.
x4 FTREM
Table4 Adverse reaction
CTCAE 4.0 Grading

Adverse reaction

Gradel Grade2 Grade3 Grade4

Anemia/case (%) 23(48.9) 9(19.1) - -
Nausea and vomiting/case (%) 12 (25.5) 10 (21.3) - -
Neutropenia/case (%) 17 (36.2)  5(10.6)

Thrombocytopenia/case (%) 4(8.5) 5(10.6) - -
Neurotoxicity/case (%) 5(10.6) 3(6.4) - -
Constipation/case (%) 3(6.4) 1(2.1) - -
Mucositis/case (%) 2(4.3) - - -

CTCAE 4.0: Common Terminology Criteria for Adverse Events version
4.0.
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Fig 1 The trend of changes in the scores for overall quality of life scale and functional subscales

T0, T1, and T2 denote the same as those in table 2.~ P<0.05, vs. TO.
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TO, T1, and T2 denote the same as those in table 2. " P<0.05, vs. TO.
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T0, T1, and T2 denote the same as those in table 2. ~ P<0.05, vs. TO.
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