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Abstract N

Objective: \We conducted this study to evaluate the efficacy and safety of traditional Chinese medicine (TCM) in advanced non- |
small cell lung cancer (NSCLC) patients who underwent chemotherapy.

Design: This was a prospective, open-label, randomized controlled trial. NSCLC patients at stage llIA, lIB, or IV were randomly
assigned to either TCM plus chemotherapy or chemotherapy alone. The comprehensive TCM treatment consisted of Kang Ai
injection, herbal decoction, and Zhenqifuzheng capsules. The primary endpoint was quality of life (QOL) measured by the Functional
Assessment of Cancer Therapy-Lung version 4.0. The secondary endpoints were chemotherapy completion rate, tumor response,
and adverse events. All assessments were done at baseline, the third week, and the sixth week.

Results: Thirty-nine participants were randomly assigned to the treatment group and 36 to the control group. The QOL scores were
significantly improved in the treatment group compared with those of the control group in social well-being (cycle 1, P=.048; cycle 2,
P=.015), emotional well-being (cycle 1, P=.047; cycle 2, P=4.29E-05), and functional well-being (cycle 1, P=.030; cycle 2,
P=.003), while the QOL scores in the above 3 domains declined in the control group (P < .05). Both groups had a decline in the
physical well-being score (cycle 1, P=.042; cycle 2, P=.017) and lung cancer symptom score (cycle 1, P=.001; cycle 2, P=.001)
after 2 courses of intervention. The deterioration in physical well-being and lung cancer symptoms was noticeably smaller in the
treatment group (P<.05). There were significant differences between the 2 groups in social well-being, emotional well-being,
functional well-being, lung cancer symptom domain, and the total score (P < .05). Patients in the treatment group had a significantly
lower incidence of platelet reduction than the control group (P=.028) after 2 cycles of treatment. No significant difference in
nonhematological adverse events (AEs) was observed.

Conclusion: This study illustrated that comprehensive TCM treatment could promote the QOL of NSCLC patients, alleviate
symptoms, and reduce the AEs caused by chemotherapy, verifying the synergistic and attenuating effects of TCM in NSCLC patients
undergoing chemotherapy.

Trial registration: Chinese Clinical Trial Registry (www.chictr.org.cn): ChiCTR-TRC-13003637

Abbreviations: DCR = disease control rate, FACT-L4.0 = Functional Assessment of Cancer Therapy-Lung version 4.0, NSCLC =
non-small cell lung cancer, QOL = quality of life, RR = remission rate, TCM = traditional Chinese medicine.
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1. Introduction

1.1. Description of the condition

Lung cancer is a major factor contributing to cancer-related death
worldwide."! Non-small cell lung cancer (NSCLC) accounts for
85% to 90% of all cases of lung cancer.”?! Most patients with
NSCLC are at an advanced stage when diagnosed, which means
that they lose the opportunity for surgery and have to be treated
with systemic chemotherapy.”®! Although advances have been
made in targeted therapy and immunotherapy, most NSCLC
patients still possess detrimentally regulated genes or eventually
develop acquired resistance. Therefore, platinum-based doublet
chemotherapy is the standard treatment for advanced NSCLC.[*
¢l However, chemotherapy has met a bottleneck because of its
limited efficacy and common toxicity. Up to 75% of patients
experience grade 3 or 4 toxicity, sometimes resulting in
discontinuation of treatment.””! High-risk adverse effects such
as myelosuppression, fatigue, and anorexia severely affect the
quality of life of patients. It is therefore of great interest to
improve the efficacy of chemotherapy and reduce side effects.

Traditional Chinese medicine has been widely used in China
for cancer patients./®”! We have carried out a series of national
key scientific and technological research projects on
NSCLC,M%"Y which confirmed that traditional Chinese medicine
(TCM) could lessen the toxicity of chemotherapy and improve
the quality of life (QOL).®'!' A meta-analysis systematically
evaluated the efficacy of Chinese medicine combined with
chemotherapy for advanced NSCLC.'™'?! Compared with
chemotherapy alone, TCM combined with chemotherapy
significantly increased the immediate tumor response and
improved the Karnofsky performance score. Combined therapy
markedly reduced nausea and vomiting at toxicity grades of Il to
IV and prevented the decline in hemoglobin and platelets at
toxicity grades of I to IV. Cheng also pointed out that the herbal
medicine PHY906 can counteract the toxicity of CPT-11 via
several mechanisms that act simultaneously.!!3!

1.2. Description of the Intervention

In recent years, comprehensive TCM treatment has become a hot
spot in NSCLC research. TCM emphasizes the existence of
harmony between the human body, the physical or emotional
conditions, and the external environment. Maintaining dynamic
homeostasis of the human body is its basic principle.'*! The core
pathogenesis of lung cancer in TCM results from a homeostatic
imbalance, including disharmony of the spleen and stomach,!"”!
deficiency of gi and blood,"* and Yin deficiency of the liver and
kidney."®1”1 We followed the corresponding prescriptions to
form the TCM treatment decoction in this study, including
strengthening the spleen and stomach, nourishing qi and blood,
and nourishing the liver and kidney, to restore internal balance.

Some systematic review showed that TCM combined with
conventional chemotherapy has advantages in advanced NSCLC
patients.’®! However, due to the lack of randomized clinical trials
and stratification analysis in the included studies, further rigorous
trials are needed. Therefore, we conducted this randomized,
controlled study to evaluate the synergistic and attenuating effects
of TCM in NSCLC treatment compared with chemotherapy.

2. Methods

This was a national, multicentered, prospective, randomized,
controlled trial. A total of 75 patients with advanced NSCLC
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were randomly divided into a treatment group (TCM plus
chemotherapy) and a control group (chemotherapy alone).

This study was approved by the Ethical Committee of
Guang’anmen Hospital, China Academy of Chinese Medical
Sciences (NO.2013EC087-01). This trial was sponsored by the
Ministry of Science and Technology of the People’s Republic of
China and followed the Helsinki Declaration.!"®! One of the
subcenters, the First Affiliated Hospital of Guangzhou University
of Chinese Medicine, has undertaken a large number of research
tasks. In this paper, we collated and studied the clinical data of the
Guangzhou branch center. All patients provided written,
informed consent to participate in this trial.

2.1. Inclusion criteria

A pathological or cytological diagnosis of stage Illa to stage IV
NSCLC (using the seventh edition TNM staging system'”!); at
least 1 measurable lesion according to the Response Evaluation
Criteria in Solid Tumors (version 1.12°!); EGFR/ALK-negative
cancer or sensitive EGFR/ALK mutations but with apparent
intolerance to previous targeted therapies; a plan to receive
chemotherapy for at least 2 courses; an Eastern Cooperative
Oncology Group performance score of 0 to 2; an estimated
survival at least 3 months; age 18 to 75 years old; adequate liver
and kidney function; normal hematological function; willingness
to participate with written informed consent.

2.2. Exclusion criteria

Pregnant or lactating status; only unmeasurable lesions provided,
such as pleural effusion, ascites, peritoneal carcinomas, and
diffuse bone metastases; any serious concomitant systemic
disorder or uncontrollable infection, decompensated heart, lung,
or renal failure; chemotherapy intolerable; participation in other
clinical trials; allergy to any components of the trial drugs.

2.3. Randomization

We used the zone component layer random method in this
experiment to stratify the patients according to their gender,
TNM stage, pathological type, number of chemotherapy lines,
and metastatic sites. A random number table was generated
through the CHISS software at a 1:1 ratio in Guang’anmen
Hospital, China Academy of Chinese Medical Sciences. Each
center competed for enrollment and qualified patients were
randomized into the treatment group and the control group
according to the order of the random number table. Treatment
allocation occurred when the participant met the inclusion
criteria and signed the informed consent. The result of
randomization was opened to patients and investigators, along
with the execution of the study.

2.4. Intervention

Patients in the control group were treated with chemotherapy
according to National Comprehensive Cancer Network Guide-
lines in Oncology: Non-Small Cell Lung Cancer (version 1.2012).
Patients in the treatment group received comprehensive TCM
treatment in addition to chemotherapy. They were administered
3 types of Chinese medicine: herbal injection, herbal decoction,
and oral Chinese patent medicine. The specific treatments are
summarized in Table 1.
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The specific regimen of treatment.

Group Regimen Specific regimen

Control group Chemotherapy

TP: Paclitaxel 135 mg/m? on day 1: Cisplatin 75 mg/m? on day 1, or Carboplatin AUC4-6 on day 1

DP: Docetaxel 75 mg/m? on day 1; Cisplatin 75 mg/m? on day 1, or Carboplatin AUC4-6 on day 1
AP: Pemetrexed 500 mg/m? on day 1; Cisplatin 75 mg/m? on day 1, or Carboplatin AUC4-6 on day 1

TCM combined with
chemotherapy

Treatment group Herbal injection

Oral Chinese patent medicine

Herbal decoction

Kang Ai injection: 50 mL each day, drip, day 1 to day 10

Strengthening spleen and stomach
nourishing gi and blood Bazhen Tang
nourishing liver and kidney Liuwei DiHuang Tang
ZhengiFuzheng capsules: 5g twice daily for 42 days

XuanFu DaiZhe Tang

2.5. Outcomes and measurements

The primary outcome was QOL obtained by the Functional
Assessment of Cancer Therapy-Lung version 4.0 (FACT-14.0). It
has been confirmed that FACT-L4.0 has good reliability, validity,
and responsiveness and can be used to measure QOL for Chinese
patients with lung cancer.*’*?! There are 36 questions in 5
domains of the FACT-L, which include physical well-being (7
questions), social well-being (7 questions), emotional well-being
(6 questions), functional well-being (7 questions), and lung
cancer symptoms (9 questions). The questionnaire is in a typical
format of a 5-point Likert scale, in which each question ranges
from 0 to 4. Positive questions scored forward, and negative
questions scored in reverse. The domain score is calculated by
summing each question’s score. The total score is the sum of each
domain score. For each domain and the total score, the higher the
score is, the better the QOL of the patients. The QOL data were
observed at baseline (week 0) and the third week (week 3) and the
sixth week (week 6) of the treatment period.

Secondary outcome measures were the chemotherapy comple-
tion rate and tumor response. The tumor response was assessed
according to Response Evaluation Criteria in Solid Tumors 1.1
tumor evaluation criteria. The remission rate (RR) and disease
control rate (DCR) of the 2 groups were compared at baseline
and week 6.

The incidence and severity of all adverse events (AEs) were
recorded. Routine urine was collected, and liver and kidney
function and electrocardiograms were assessed before and
immediately after treatment. Adverse events were defined by
grade according to the National Cancer Institute Common
Terminology Criteria for Adverse Events version 3.

2.6. Statistical analysis

The primary outcome was QOL as measured by FACT-L 4.0.
Repeated-measures analysis of variance was used to examine the
effect of the interventions (treatment, control) and time (prepost
intervention) on QOL. The ¢ test was used to analyze the
chemotherapy completion rate, tumor response, and assessment
of lung cancer symptoms between the treatment group and the
placebo group. The baseline characteristics of patients, including
sex, age, tumor staging, pathological type, previous treatment
history, and TCM syndrome differentiation between the
treatment group and control group were compared using the
x* test. The number of patients experiencing AEs was compared
between the 2 groups using the x* test. We assessed the efficacy of
participants who completed 2 courses of medication. Safety
outcomes were analyzed in all participants who had received at
least 1 cycle of treatment.

An independent third-party CRO company (Beijing Hua Xia
Herbal Medicine Technology Co, LTD) conducted the randomi-
zation and data management. SPSS19.0 software was used for
statistical analysis, and P<.05 (2-sided) indicated a significant
difference.

3. Results

3.1. Demographic and baseline clinical characteristics

Between September 2013 and December 2015, a total of 75
eligible patients were enrolled from the cancer center of the First
Affiliated Hospital of Guangzhou University of Chinese Medi-
cine. As shown in Figure 1, 2 patients were removed due to
meeting the exclusion criteria, and 2 patients declined to
participate. Therefore, 71 patients were randomized, including
37 patients in the treatment group and 34 in the control group.
During the treatment, 1 patient in the treatment group was
excluded due to a violation of the protocol. Two patients in the
control group were lost to follow-up. Finally, a total of 68
patients completed the trial according to the protocol and were
eligible for full data analysis (Fig. 1).

The baseline characteristics of the treatment group (n=36) and
control group (n=32) were well balanced in sex, age, tumor
stage, pathological type, previous treatment history, and TCM
syndrome differentiation. The overall characteristics are listed in

Table 2.

3.2. Comparison of QoL

There was no significant difference in any FACT-L subscale score
or total score between the 2 groups at baseline (Fig. 2, P>.05).
Mean scores (mean + SD) at baseline, at the end of cycle 1, and at
the end of cycle 2 in all FACT-L 4.0 subscales in the treatment
group and the control group are listed in Table 3. The QOL
scores of the treatment group continued to increase over time and
were significantly higher than those of the control group in social
well-being (cycle 1, P=.048; cycle 2, P=.015), emotional well-
being (cycle 1, P=.047; cycle 2, P=4.29E-05), and functional
well-being (cycle 1, P=.030; cycle 2, P=.003). In contrast, a
decrease was detected in the control group. There was a decrease
over time in the scores on physical well-being and lung cancer
symptoms in both groups. Nevertheless, it should be noted that
the decline in physical well-being (cycle 1, P=.042; cycle 2,
P=.017) and lung cancer symptoms (cycle 1, P=.001; cycle 2,
P=9.11x107°) associated with the treatment group was
significantly smaller than that associated with the control group
(P <.09).
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Figure 1. Experimental flow chart.

At the third and sixth weeks, the treatment group had higher
QOL scores than the control group (Fig. 2B-F) in social well-
being (P=.046), emotional well-being (P =.04), functional well-
being (P=.029), lung cancer symptoms (P=.001), and the total
questionnaire (P=.002). However, the score for the physical
well-being domain (P=.09) barely changed over time and
showed no difference between the 2 groups (Fig. 2A).

3.3. Evaluation of tumor response

The treatment group included no cases of control rate (CR)
(0%), 8 cases of partial response (PR) (22.20%), 23 cases of
stable disease (SD) (63.90%), and 5 cases of progressive disease
(PD) (13.90%). There were 8 cases of RR (22.20%) and 31
cases of DCR (86.10%). In the control group, there were no
cases of CR (0%), 8 cases of PR (25.00%), 16 cases of SD
(50.00%), 8 cases of PD (25.00%), 8 cases of RR (25.00%),
and 24 cases of DCR (75.00%). No significant differences were
found in treatment efficacy between the 2 groups (P>0.05)
(Table 4).

3.4. Chemotherapy completion rates

Among the 68 patients, 2 patients in the control group did not
complete the second course of chemotherapy due to toxicity,
while the rest of the patients completed 2 courses of

chemotherapy according to the plan. The completion rates were
94.12% in the control group and 100% in the treatment group.
There were no significant differences in the completion rate of
chemotherapy between the 2 groups.

3.5. Safety

The chemotherapy regimens caused mild (grade 1 or 2)
nonhematologic toxic effects in patients: vomiting (cycle 1: 0;
cycle 2: 12.50%), fatigue (cycle 1: 21.88%; cycle 2: 28.13%), dry
mouth (cycle 1: 6.25%; cycle 2: 15.63%), anorexia (cycle 1:
21.88%; cycle 2: 28.13%), and diarrhoea (cycle 1: 0; cycle 2:
6.25%). These symptoms disappeared 1 week after temporary
withdrawal or symptom treatment. There was no significant
difference between the 2 groups in nonhematological adverse
events (cycle 1: 25.00% vs 31.25%, P=.566; cycle 2: 16.67% vs
37.5%, P=.052).

Table 5 summarizes the main reported hematological adverse
events. After 2 cycles of chemotherapy, we observed changes in
values measured by routine blood, liver, and kidney function tests
and found that there were no statistically significant differences in
leukocytes or hemoglobin between the 2 groups. During the
second cycle of chemotherapy, compared with the control, TCM
decreased the incidence of platelet reduction (2.78% vs 28.13%,
P=.003). Moreover, 1 patient experienced liver function lesion in
the control group. We did not detect long-term hematological
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The baseline characteristics of the participants.

Treatment Control
Characteristics group group P value”
Case, N 36 32
Mean age (years +SD) 55.64+9.84 58.50+9.41 226
Range 36-72 39-78
Sex 737
Male 25 21
Female 1 11
Metastatic sites 979
Pulmonary metastases 1Al 11
Liver metastases 6 4
Brain metastases 6 5
Bone metastases 8 6
Adrenal metastases 2 1
Lymphatic metastases 24 23
Others 8 10
TNM Stage® 153
A 1 5
B 7 4
v 28 23
Histological type .365
Squamous cell carcinoma 12 6
Adenocarcinoma 21 24
adenosquamous carcinoma 1 0
Large cell carcinoma 0 1
Other 2 1
Ongoing Chemotherapy 672
First-line 23 22
Second-line 13 10
ECOG PS 409
0 1 0
1 25 26
2 10 6
TCM Syndromes 136
Disharmony of spleen and stomach 5 3
Deficiency of gi and blood 10 7
Yin deficiency of liver and kidney 21 22

ECOG = Eastern Cooperative Oncology Group.
ttest or x? test.
“Based on TNM Classification, the 7th edition.

toxicity after symptomatic treatment. No patients quit the trial
because of AEs.

4. Discussion

TCM is an experience-based medicine that has been developed in
China for thousands of years. TCM is well accepted as a
complementary and alternative therapy for NSCLC patients in
China. QOL is an important prognostic factor and a significant
predictor of the clinical benefit in advanced NSCLC
patients.?>** The application of the biopsychosocial medical
model has made us pay more attention to QOL and not just the
time of survival while treating patients with advanced cancer.
Multiple clinical studies have confirmed that TCM treatment
could promote patient QOL, relieve clinical symptoms, reduce
toxicity, and prolong survival time.'>'223! However, there is a
lack of high-quality trials to prove its efficacy and safety. Thus,
we carried out this clinical trial to further verify the synergistic
and attenuating effects of TCM in NSCLC patients who are
receiving chemotherapy.

www.md-journal.com

Our results showed that QOL improved significantly in patients
treated with TCM plus chemotherapy, especially in the social well-
being domain, emotional well-being domain, and functional well-
being domain. For physical well-being and lung cancer symptoms,
the QOL scores decreased after treatment in both groups, which
reflected the negative effect of chemotherapy on QOL. Neverthe-
less, the deterioration was noticeably faster in the control group.
This illustrated the efficacy of TCM in maintaining QOL from a
different angle. As reported in this study, TCM has special
advantages in alleviating symptoms. Patients in the treatment
group had a significantly lower incidence of shortness of breath and
fatigue. Adverse events were observed in both groups. In this study,
the ratio of grade III to IV platelet myelosuppression in the
treatment group was significantly lower than that of the control
group, but hemoglobin was similar. Moreover, we have not yet
seen serious adverse events (SAEs) in either arm during the 2
courses of chemotherapy. All study data suggest that TCM
treatment combined with chemotherapy is safe. In general, TCM
can effectively improve the quality of life and enable more people to
tolerate the toxic side effects of chemotherapy.*®

However, it appeared that TCM did not show outstanding
advantages in tumor control, which was consistent with results
reported in previous studies. A randomized, controlled, open-
label trial showed that the effect of TCM maintenance treatment
on time to progression and overall survival (OS) was similar to
that of maintenance chemotherapy but improved the quality of
life of patients and improved the 1-year survival rate.**! TCM
has obvious long-term therapeutic advantages in the treatment of
nonsmall cell lung cancer.

As a unique treatment in China, the anticancer mechanisms of
TCM have been widely studied in recent years.['*?728 Kang Ai
Injection (KAI),**732! as one of the main therapeutic drugs in the
programme, has been applied as an auxiliary treatment for
cancer. A series of anticancer mechanisms have been developed.
A meta-analysis found that the combination of KAI injection and
systemic chemotherapy may have better efficacy and safety for
malignant tumors due to the ability to improve immune function,
inhibit tumor cell cloning, arrest the cell cycle, and induce
apoptosis in cancer cells.**) KAI is a Chinese herbal preparation
consisting of ginseng, milkvetch root, and kushenin that has been
applied as an auxiliary treatment for malignant tumors.?! A
previous study showed that ginseng possesses biological activi-
ties, such as antitumor, antihypertensive, antivirus, and immune-
modulatory effects.[*>**! Ginsenosides may ameliorate chemo-
resistance by modulating the NRF2 pathway.**! Milkvetch roots
could increase the activity of T-lymphocyte subsets and NK cells
in tumor patients to improve their immunity. CKI is a mixture of
natural compounds extracted from Kushen that has been shown
to increase immunologic function in advanced NSCLC patients
who received chemotherapy.[>373]

There are some limitations to this study. First, the number of
patients enrolled may not be sufficient because all data came from
a single institution. Thus, the findings might not reflect the whole
NSCLC population. Second, we only monitored the patients for 6
weeks, so the follow-up duration of the study may not be long
enough. The long-term benefits of TCM for QOL might not be
reflected due to the lack of long-term follow-up. In addition, some
important endpoints, such as PFS and OS, were not tracked. Our
results showed that the completion rate of chemotherapy was not
significantly different between the 2 groups. The consistency in
chemotherapy tolerance may be related to the short observation
period (6 weeks). In future studies, the sample size and
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Figure 2. Change in quality of life and comparison of the FACT-L4.0 questionnaire scores in physical well-being, social well-being, emotional well-being, functional
well-being, lung cancer symptoms, and total score at baseline, cycle 1, and cycle 2 between the treatment and control groups. FACT-L4.0 = Functional
Assessment of Cancer Therapy-Lung version 4.0.

intervention time will be expanded, and the patient’s PFS and OS

will also be observed.

In summary, this study showed that TCM treatment could
improve the QOL of NSCLC patients and alleviate their

symptoms with good safety. The results of this study provide
evidence for TCM application in NSCLC treatment, including
the synergistic and attenuating effects of TCM when combined
with chemotherapy.
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Mean scores at baseline, end of cycle 1, and end of cycle 2 in FACT-L 4.0 items between the 2 groups.

FACT-L subscale Cycle Treatment group (mean - SD) Control group (mean -+ SD) P value
Physical well-being Baseline 21.42+417 21.25+4.66 877
Cycle 1 20.44+3.58 18.56+3.92 042
Cycle 2 19.28 +4.29 16.78+4.12 017
Social well-being Baseline 14.94+4.14 13.78+3.84 236
Cycle 1 15.58 +3.97 13.69+3.75 .048
Cycle 2 16.19+4.27 13.66+4.09 015
Emotional well-being Baseline 14.39+4.72 15.19+4.08 461
Cycle 1 15.89+3.09 14.19+3.85 047
Cycle 2 16.94+3.10 13.81+£2.75 4.29E-05
Functional well-being Baseline 14.67+5.19 13.78+3.97 437
Cycle 1 156.42+4.51 13.03+4.31 .030
Cycle 2 15.58 +4.58 12.28+4.08 .003
Lung cancer symptom Baseline 23.81+3.37 2244 +412 137
Cycle1 23.67 +3.31 20.75+3.27 .001
Cycle 2 22.78+3.46 19.34+4.57 .001
Total Baseline 89.22+14.15 86.44+14.58 427
Cycle 1 91.00+12.12 80.22+12.82 .001
Cycle 2 90.78 +12.66 75.88+12.86 9.11E-06
FACT-L4.0 = Functional Assessment of Cancer Therapy-Lung version 4.0.
Table 4
Efficacy evaluation of the tumor response.
Group Treatment group Control group X 2 value P value
N 36 32
CR 0 0
PR 8 (22.20) 8 (25.00)
SD 23 (63.90) 16 (50.00)
PD 5 (13.90) 8 (25.00)
RR 8 (22.20) 8 (25.00) 0.073 .788
DCR 31 (86.10) 24 (75.00) 1.353 245
CR = complete response, DCR = disease control rate, PD = progressive disease, PR = partial response, RR = remission rate, SD = stable disease.
Table 5
The incidence of hematological toxicity.
Treatment group (n=36) Control group (n=36)
Grade 0 Grade 1 or 2 Grade 3 or 4 Grade 0 Grade 1 or 2 Grade 3 or 4 P value
Leukocytes Cycle 1 3 (91.7%) 2 (5.6%) 1(2.8%) 7 (84.4%) 5 (15.6%) 0 .352
Cycle 2 0 (83.3%) 6 (16.7%) 0 4 (75.0%) 5 (15.6%) 3 (9.4%) .396
Hemoglobin Cycle 1 8 (50.0%) 18 (50.0%) 0 1 (65.6%) 11 (34.4%) 0 193
Cycle 2 7 (47.2%) 18 (50.0%) 1(2.8%) 5 (46.9%) 17 (53 1%) 0 977
Platelet Cycle 1 5 (97.2%) 1(2.8%) 0 0 (93.8%) 2 (6.3%) 0 .486
Cycle 2 5 (97.2%) 1 (2.8%) 0 3 (71.9%) 8 (25.0%) 1(3.1%) .003
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