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Abstract

Background: Anorexia and cachexia are one of the major problems in patients suffering from advanced malignancies.
Objectives: This study aimed at evaluating the efficacy of herbal combination containing Fenugreek, Fennel, and Chicory supple-
mentation to the high-dose megestrol for the treatment of cancer-induced cachexia and anorexia.

Methods: This quasi-experimental study was performed on 47 adult patients with advanced malignancy; they experienced anorexia
and weight loss over the 2 past months and referred to a university-affiliated hospital (Omid) in Isfahan, Iran. Patients who had met
the inclusion criteria were assigned to take either herbal combination or placebo tablets in addition to megestrol (160 mg daily) for
a 2-month follow-up. All patients’ demographic information, weight changes, anthropometric indices, as well as the quality of life
criteria were recorded at the baseline and after the duration of follow-up.

Results: Patients in the herbal combination group experienced a mean weight gain of 1.5 kg, while patients in the placebo group had
an average weightloss of 0.6 kg. Anthropometric indices including triceps skinfold thickness, mid-arm muscle circumference index,
and grip strength were significantly improved in the herbal combination group. The other evaluated criteria such as quality of life,
functional assessment of anorexia/cachexia therapy (FAACT), and some factors of Anderson criteria were significantly improved in
the herbal combination group than the placebo group.

Conclusions: Given the ameliorated results of the herbal combination supplementation in terms of weight gain and appetite im-
provement, as well as physical and quality of life enhancement, it seems that the herbal combination can be used as an adjunctive
treatment for the management of patients suffering from cancer-induced cachexia and anorexia.
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1. Background Cachexia is a complex syndrome related to underly-
ing chronic diseases condition such as cancer, acquired
immunodeficiency syndrome (AIDS), rheumatoid arthri-
tis, chronic infection, and chronic obstructive pulmonary
disease (4). Common symptoms of cachexia are anorexia
orreduced nutritional intake, a systemic inflammatory re-
sponse, fatigue, and decreased muscle strength (3, 5). The
most probable mechanism suggested by in vitro and in
vivo studies is correlated with inflammatory cytokine ac-

tivation (tumor necrosis factor-alpha [TNF-«], interleukin

Cancer-induced cachexia is defined as one of the most
common syndromes in patients with advanced malignan-
cies and is associated with the quality of life and survival
impairment (1). According to the 2014 estimation, the
prevalence of cancer-induced cachexia is about 50% to 80%
in patients with cancer and accounts for up to 20% of
cancer-related deaths (2). The latest definition of cancer-
induced cachexia by international consensus group is “a

multifactorial syndrome by an ongoing loss of skeletal
muscle mass (with or without loss of fat mass) that cannot
be fully reversed by conventional nutritional support and
leads to progressive functional impairment” (3).

IL-1, and IL-6) and several tumor-derived substances, which
lead to skeletal muscle destruction (6, 7).

The management of cancer-induced cachexia is piv-
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otal. Many therapeutic modalities have been suggested
in preclinical and clinical studies for the management of
cancer-induced cachexia; however, only a small number
of drugs such as megestrol acetate, anabolic steroids, and
glucocorticoids are used extensively (8-11). On the other
hand, numerous therapeutic agents including omega-
3, carnitine supplement, nonsteroidal anti-inflammatory
drugs (NSAIDs), and thalidomide aiming to improve the
patients’ cachexia are under investigation (12-15). Along
with all efforts, there is no documented agent for the man-
agement of cancer-induced cachexia. In some European
countries and the United States, megestrol acetate was ap-
proved for the management of cancer-induced cachexia
and anorexia (9).

Herbal medicines were welcomed in decades for the
management of diseases and its complication. Today, the
therapeutic mechanisms and their active compounds have
been gradually uncovered. For example, encouraging re-
sults have been released by the anti-inflammatory effects
of Fenugreek and Chicory in animal studies. The pro-
posed anti-inflammatory mechanisms of both herbal com-
ponents are a positive impact on inflammatory cytokines
(TNF-v, 1L, and 6) reduction (16, 17). Theoretically, this
mechanism can be considered for the prevention and man-
agement of cancer-induced cachexia.

2. Objectives

Furthermore, in this study, by considering the possible
effect of some herbal combination on ameliorating inflam-
matory cytokine, we selected Fennel (Foeniculum vulgare),
Fenugreek (Trigonella Foenum-graecum), and Chicory (Ci-
chorium intybus) as a possible effective traditional herbal
combination and aimed at evaluating the possible protec-
tive effect of them in the management of cancer-induced
cachexia/anorexia in patients suffering from cancer.

3. Methods

3.1. Study Design and Patients Recruitment

The present study was a randomized, double-blinded,
placebo-controlled trial carried out from July 2017 to June
2019 at a referral and tertiary hematology-oncology cen-
ter in Omid Hospital (affiliated to Isfahan University of
Medical Sciences), Isfahan, Iran. The study was conducted
on an 8-week follow-up period on patients suffering from
cachexia and anorexia due to advanced solid tumors. The
Ethics Committee of Isfahan University of Medical Sci-
ences approved the study. Clinical trial registration was
IRCT20180722040556N2 (Iranian Clinical Trials Informa-
tion) and all patients signed the written informed consent.

The inclusion criteria were adult patients (18 years old)
with advanced solid tumors (stage 3 - 4), who had weight-
loss equal or greater than 5% within 2 months and man-
aged by a high dose of megestrol (160 mg/day) as a rou-
tine cachexia therapy. We also considered other inclusion
criteria such as no evidence of gastrointestinal obstruc-
tion, having serum creatinine more than 2 mg/dL, and total
bilirubin less than 2 mg/dL, not any use of steroids prod-
ucts, and no history of any chronic disease except cancer.
The included patients were expected to have 3 months of
life expectancy based on clinical judgment.

Patients were excluded if they had major surgery in the
last month, brain metastasis and history of diseases such
as thrombophlebitis, uncontrolled diabetes or blood pres-
sure, heart failure, and cognitive or psychiatric disorders.
Moreover, pregnant and lactating mothers and patients
with known sensitivity to one of the included plants in the
herbal combination were not enrolled.

3.2. Intervention

Patients were randomly divided into two groups: (1) In-
tervention group thatreceived one oral tablet of the herbal
combination 3 times daily and (2) Placebo group that re-
ceived the oral identical placebo tablets 3 times daily. The
duration of follow-up was 2 months. The herbal combina-
tion tablets were prepared, packaged, and donated by one
of the largest herbal companies in Iran and contained a
fixed value dose of Trigonella Foenum-graecum (260 mg),
Cichorium intybus (260 mg), and Foeniculum vulgare (260
mg). The placebo tablets were also prepared and donated
by the same company and they had the same taste, smell,
color, and ingredient as intervention group except in their
active ingredients (contained starch and chickpea). In this
study, the method of sampling was based on blocked ran-
domization by sealed envelopes containing a computer-
generated code, and to fulfill the method of distributing
tablets in a fully double-blind way, the envelopes were
opened by a third person. The process of sampling and ran-
domization to each group as well as data missing during
the study were depicted in Figure 1.

3.3. Outcome Measures

3.3.1. Baseline Characteristic

At the baseline, the patients who were eligible for
recruiting were selected and the patients’ demographic
data, performance status (based on Eastern Cooperative
Oncology Group (ECOG), stage of the disease, and detailed
medical history were collected through medical informa-
tion sheet and interview by the main investigator (edu-
cated pharmacy student). The height (cm), weight (kg),
mid-upper arm circumference (MAC, cm), and laboratory
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Figure 1. Flow diagram of the study progress

values, including blood count, liver function tests, and in-
flammatory criteria were recorded at the baseline and after
an 8-weeks follow-up.

3.3.2. Anthropometric Indexes

For evaluating the anthropometric indices, triceps
skinfold thickness (TSF) and MAC were measured by Harp-
enden skinfold calipers and stretch resistant tape, retro-
spectively. Mid Arm Muscle Circumference index (MAMC),
which was an indicator of lean body mass, obtained from
TSF and MAC criteria according to the equation below.
MAMC (cm) = MAC (cm) - [0.314*TSF (mm)]. We also mea-

Int ] Cancer Manag. 2020; 13(8):e102515.

sured grip strength by a digital handgrip dynamometer
and all extracted data were recorded for further analyses.

3.3.3. Edmonton Symptom Assessment Scale

The Edmonton Symptom Assessment Scale (ESAS) was
designed to assess 10 frequently experienced symptoms by
patients, who suffered from cancer within the previous 24
hours including pain, tiredness, nausea, depression, anxi-
ety, drowsiness, anorexia, well-being, shortness of breath,
and other symptoms. The ESAS was validated for the as-
sessment of the intensity of symptoms in patients suffer-
ing from cancers (18). The severity of each sign was rated
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from 0 to 10 on a numerical scale, in which 0 and 10 mean
the absence of the symptom and the worst possible sever-
ity of symptoms, respectively.

3.3.4. Quality of Life

The patient’s quality of life was determined, using the
Iranian version of the European organization for research
and treatment of cancer (EORTC) of quality of life (QLQ)-
C30version. 3.0 form (European Organization for Research
and Treatment of Cancer), which was translated and vali-
dated previously by the Iranian researchers (19).

3.4. The Functional Assessment of Anorexia/Cachexia Therapy
(FAACT)

The FAACT is a 12-item symptom-specific scale, which
was designed to measure patient’s additional symptoms
about anorexia-cachexia during the last 7 days. Items were
scored from 0 to 4 (0 = not at all, 1 = a little bit, 2 = some-
what, 3 = quite a bit, and 4 = very much). The FAACT has in-
ternal consistency and a reliability coefficient (Cronbach’s
alpha) of 0.88 for its 12 components (20).

3.5. Adverse Effects and Other Endpoints

During the time of follow-up, every reported adverse
effect was noted according to common terminology cri-
teria for adverse events (CTCAE) version 3 (21). Moreover,
we defined the primary endpoint of the study as a one-
kilogram increase in patient’s weight at the end of the 2-
month follow-up and the secondary endpoint as the in-
crease in two-score of the FAACT index and at least 10% en-
hancement in patients’ quality of life.

3.6. Statistical Analysis

According to the data analyses, the normal distribu-
tion of data in both intervention and placebo groups (de-
mographic characteristics of patients) was determined by
independent samples t test. Besides, independent samples
t test and chi-squared tests were used to analyze the distri-
bution of the parameters between groups. Changes in the
questionnaire and anthropometric indices between and
within each group were performed by paired-samples ¢ test
and independent ¢t test and Mann Whitney u-test. In this
study, the Statistical Package for Social Sciences (SPSS) ver-
sion 20 software was used and P-value less than 0.05 was
considered significant.

4. Results

4.1. Baseline Characteristics

Initially, 67 patients were enrolled and randomized
into the studies’ arms. According to Figure 1, 7 patients

from the herbal combination group and 13 patients from
the placebo group were excluded due to various reasons
(such as disease progression, drug adverse reaction, and
lack of adherence). At the end of the study, 22 patients in
the intervention arm and 25 patients in the placebo arm
(total patients = 47) succeeded to complete the follow-up
duration.

As shown in Table 1, the patients baseline characteristic
in both groups of placebo and intervention had no signifi-
cant differences in term of age (P = 0.49), gender (P = 0.73),
baseline weight (P=0.74), body mass index (BMI) (P=0.63),
type of cancer (P = 0.97), comorbid conditions (P = 0.85).
However, the patients enrolled in the herbal combination
group had significantly worse ECOG performance status
than the placebo group (P=0.006). In both groups, the ma-
jority of patients (more than 50%) were suffering from gas-
trointestinal cancers. Besides, there was no difference in
terms of cachexia grade, FAACT score, and EORTC quality
of life between the placebo group and interventional one
(P=0.17,0.06 and 0.17, respectively).

4.2. Weight and Anthropometric Indices

After 8 weeks, the results showed that the changes in
body weight and BMI were significantly improved in the
intervention group than in the placebo group. Patients in
the herbal combination group experienced a mean weight
gain of 1.5 kg, but patients in the placebo group had an av-
erage weight loss of 0.5 kg. (P < 0.001).

Additionally, there was a significant increase in the
other assessed anthropometric indices such as MAMC (P =
0.02), TSF (P=0.01), and grip strength (P < 0.001) in the in-
tervention group (Table 2 and Figure 2).

Group
Dkg
60.00+ *;E

E) 40.004

=

=

20

S 20.001

0.00

Herbal Combination Placebo

Group

Figure 2. Weight changes in the cachectic patients randomized to either the herbal
combination or the placebo group (n =22, week 8 or placebo (n = 25, week 8).

4.3. Edmonton Symptom Assessment Scale
The result of the Edmonton scale compromising of
9 essential questions after 8 weeks showed a significant
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Table 1. Baseline Characteristics of Eligible Patients

Variables

Placebo Group (N =22) Herbal Group Combination (N =25) PValue
Sex (M:F), No. (%) 13:9(59.1,40.9) 16:9 (64,36) 0.73
Age (y), mean =+ SD 631+ 13.7 60.6 +11.9 0.49
Baseline weight (kg), mean =+ SD 62+ 8.9 611+ 95 0.74
BMI (kg/m?), mean + SD 22.8+3.38 223+31 0.63
Type of cancer, No. (%) 0.97
Gastrointestinal 13(52) 16 (53.3)
Breast 4(16) 4(133)
Lung 4(16) 6(20)
Others 4(16) 4(133)
Past medical history, No. (%) 0.85
None 8(32) 7(233)
Hypertension 9(36) 11(36.7)
Heart failure 4(16) 4(133)
Benign prostatic hyperplasia 2(8) 5(16.7)
Others 2(8) 3(10)
ECOG performance score, No. (%) 0.006
0 2 (8) (0] (O)
1 10 (40) 3(13.6)
2 9(36) 10 (45.5)
3 4(16) 8(31.8)
4 0(0) 2(9.)
Cachexia grade, No. (%) 0.17
0 5(20) 2(9.1)
1 9(36) 4(182)
2 2(8) 8(36.4)
3 6(24) 3(13.6)
4 3(12) 5(22.7)
FAACT score, mean =+ SD 232128 25.4 + 51 0.06
EORTC QLQ-C30 score, mean == SD 64.4 +4.9 66.9 +7.7 017

Abbreviations: BMI, body mass index; ECOG, Eastern Cooperative Oncology Group; EORTC QLQ, European Organization for the Research and Treatment of Cancer Quality
of Life Questionnaire; FAACT, Functional Assessment of Anorexia/Cachexia Therapy; F, female; M, male; SD, standard deviation

change in 6 indices of pain (P < 0.009), anxiety (P < 0.001),
lack of appetite (P < 0.009), malaise (P = 0.02), drowsiness
(P = 0.005), and shortness of breath (P = 0.02) in herbal
combination group in comparison with baseline (within-
group differences). However, in the placebo group, the dif-
ferences were not statistically significant before and after
the intervention (P = 0. 05). Also, according to indepen-
dent sample t test, the average changes of items such as
pain (P=0.01), anxiety (P=0.01), drowsiness (P = 0.01), lack
of appetite (P = 0.01), malaise (P = 0.04), and shortness of
breath (P=0.02) between herbal combination and placebo

Int ] Cancer Manag. 2020; 13(8):e102515.

groups showed notable differences (P < 0.05) (Table 3).

4.4. Quality of Life and FAACT Questionnaire

The results showed that the mean FAACT index (P =
0.05) and the quality of life score (P < 0.001) determined
by the Iranian Version of the EORTC QLQ-C30 version 3.0
form were significantly higher in the herbal combination
group. However, after 8 weeks, the changes in these items
were not significantly different in the placebo group (P >
0.05).
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Table 2. Changes in the Patients’ Weight and Anthropometric Indices After 8 Weeks

Placebo Group Herbal Group Absolute Difference P Value®
Weight changes (kg) -0.5 15 2 < 0.001
Change in MAMC (cm?) 0.08 0.9 0.82 0.02
Change in TSF (mm) 03 1 0.7 0.01
Change in grip strength -0.5 2.4 2.9 < 0.001

Abbreviations: MAMC, mid arm muscle circumference; TSF, triceps skinfold thickness
“Independent samples t test

Table 3. Edmonton Symptom Assessment Indices in the Intervention and the Placebo Groups (Baseline and After 8 Weeks)

ESASS Criteria/Groups 0 Week, Mean + SD 8 Weeks, Mean + SD P Value Within- Groups® Changes, Mean =+ SD P Value Between Groups

Pain 0.01
Herbal 38+ 05 29+05 0.009 -0.8£03
Placebo 224.03 231.04 0.40 02102

Fatigue 0.20
Herbal 0.4+02 03+ 01 0.16 01101
Placebo 0.7+ 03 0.9+03 038 02101

Nausea 0.12
Herbal 32105 2.6+ 0.4 0.20 -0.6 =04
Placebo 08103 102 0.33 02301

Depression 033
Herbal 32+06 29+05 0.18 -03+02
Placebo 34+ 05 35+ 0.5 0.88 01+ 03

Anxiety 0.01
Herbal 51405 43+ 04 0.001 -0.84+0.2
Placebo 29+04 31+t 04 0.60 02403

Drowsiness 0.01
Herbal 45+ 0.4 3.6 03 0.005 -0.8£03
Placebo 21+ 0.4 22103 0.72 0.08 £ 0.2

Shortness of breath 0.02
Herbal 46105 37403 0.02 09403
Placebo 42+ 04 4.4+ 04 0.53 02102

Lack of appetite 0.01
Herbal 4.9+ 0.6 39+ 05 0.009 1£03
Placebo 28+ 04 3+ 04 0.6 02403

Malaise 0.04
Herbal 47+ 0.6 39+ 04 0.02 -0.8 £ 03
Placebo 42+03 43+ 04 0.88 01+03

Abbreviation: ESAS, Edmonton Symptom Assessment Scale
Paired samples t test

4.5. Adverse Events had evidence of mild constipation (grade I) in the herbal
combination group and 13 in the placebo group. However,

There were no grade Il or IV toxicities attributed to the
& the mild adverse events had not halted any drug consump-

herbal combination or placebo groups and only 9 patients

6 Int ] Cancer Manag. 2020; 13(8):e102515.
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tion in each group. We reported 1 patient, who had a drug
allergy to the herbal combination and excluded from the
study initially.

4.6. Study Endpoints

The primal endpoint in this study was 1-kilogram
weight gain after 8 weeks of intervention, which was
achieved in 13 patients in the herbal combination group
(43%) in comparison with only 2 patients in the placebo
group (8%) (P > 0.001). The secondary endpoint was in-
creased in 2-score of the FAACT index and at least 10% en-
hancement in patients’ quality of life obtained in 20 (68%)
patients in a herbal combination group and 8 (21%) pa-
tients in the placebo group; the second endpoints were
achieved in intervention groups (P> 0.001).

5. Discussion

This study confirmed that the administration of herbal
combination contained Fenugreek and Fennel. Chicory
has significant beneficial effects on weight gain, improve-
ment in appetite, and quality of life in patients suffering
from cancer-induced cachexia and anorexia after 8 weeks’
follow-up without any significant toxicity or complication.
The protective mechanism, by which herbal combination
led to weight loss attenuation, was not entirely under-
stood. The proposed mechanism arises from the modu-
lation of the inflammatory response by ingredients like
Fenugreek and Chicory (16, 17). However, finding the exact
effective mechanism of the herbal combination needs to
be discovered through the cellular and molecular pathway
in animal and clinical studies.

During this preliminary study, the beneficiary effects
of the herbal combination were proved. The effects should
be checked through serum biomarkers and sort of inflam-
matory cytokines to assess the meticulous impact of the
herbal combination on cellular function.

The administration of anti-inflammatory drugs has
been always a matter of concern for attenuating the cas-
cade of inflammation in cancer-induced cachexia and
anorexia, although conflicting results have been noted in
previous studies (22, 23).

For example, in a pilot study conducted by Lain et al. on
patients suffering from head and neck and gastrointesti-
nal cancer-induced cachexia, the administration of cele-
coxib 200 mg twice daily showed a 1-kilogram weight gain,
improvement in BMI and quality of life score, whereas, in
the placebo group, the weight loss of 1.3 kg was observed
(14). However, the levels of circulating pro-inflammatory
cytokine were not statistically different between the treat-
ment and control groups.

Int ] Cancer Manag. 2020; 13(8):e102515.

In similar studies, in a Japanese clinical trial conducted
in 2016, 100 mg anamorelin, an analog of ghrelin, was ad-
ministrated to the non-small cell lung cancers suffering
from cancer-induced cachexia for 12 weeks. The results re-
vealed that anamorelin increased the serum biomarkers
such asinsulin-like growth factor-1(IGF-1) IGF-, IGF binding
protein-3 (IGFBP-3), and prealbumin significantly in com-
parison with the placebo group. However, there was no
significant difference in other inflammatory serum mark-
ers such as TNF and ILs (23). Again in this study, the sig-
nificant decline in the level of inflammatory cytokines was
not confirmed. Furthermore, according to protective re-
sults in weight gain and other criteria, one should con-
clude that the suppression of proinflammatory cytokine is
not the only considered protective mechanism and possi-
bly the other unclear mechanism is in charge and must be
revealed.

The other proposed effective mechanism of the herbal
combination in improving cancer-induced cachexia is a di-
rect effect of these herbal ingredients on cancer-induced
anorexia. For instance, the anti-diabetic and appetizing ef-
fects of Fenugreek seeds by enhancing insulin release were
proved in different animal (24) and clinical studies (25). In
this study, the significant appetite enhancement was seen
in our recruited patients and was confirmed, using the Ed-
monton scale.

The results showed that the 8-week administration
of the herbal combination in adjunctive with megestrol
(160 mg/day) caused a significant increase in cancer pa-
tients’ weight in comparison with placebo combination
and megestrol (160 mg/day). The similar promising results
have been proposed by numerous agents such as thalido-
mide (13) and L-carnitine supplementation (15).

For example, in line with our results, Gordon et al. in
2005 in a placebo-controlled clinical trial indicated that
200 mg thalidomide daily has a notable effect on weight
and anthropometric indices. Patients in the thalidomide
group had gained, on average, 0.37 kg in weight compared
with a loss of 2.21 kg (absolute difference 2.59 kg) in the
placebo group (13). In a similar trial, L-carnitine (4 gram,
daily) has been used for cancer-induced cachexia and sig-
nificant weight improvement in the interventional group
after 6 weeks follow-up was noted (15).

It should be noted that not all examined agents suc-
ceeded to show weight enhancement properties. For ex-
ample, in a randomized clinical trial using cyprohepta-
dine, 8 mg orally 3 times a day in patients with advanced
malignancies, cyproheptadine did not significantly abate
progressive weight loss in these patients with the ad-
vanced fatal disease. Patients who had assigned to cypro-
heptadine arm lost weight by an average of 4.5 pounds
per month compared with 4.9 pounds per month in the
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placebo arm (26). Although weight gaining properties
from cyproheptadine have been reported in the earlier
studies, the anti-wasting effects of cyproheptadine were
notdemonstrated in cachectic patients suffering from can-
cers.

In another study, Del Fabbro et al. performed a ran-
domized, double-blinded, 28-day trial of melatonin 20 mg
versus placebo in patients with advanced lung or gastroin-
testinal cancers to investigate the effects of melatonin in
weight, appetite, and quality of life improvement. After
the interim analysis of 48 patients, the study has been
halted due to an insignificant difference between compa-
rable variants (27). Furthermore, melatonin failed to show
any compelling results in cancer-induced cachexia.

According to our encouraging data, having adminis-
trated by the herbal combination in cachectic patients not
only led to weight gain but also could improve quality of
life, FAACT score, and anthropometric indices during an 8-
week follow-up. It reflects this fact that 8 weeks was suit-
able enough to indicate the positive effects of the herbal
combination in the overall health and life condition of pa-
tients with cancer.

As mentioned in Gordon et al.’s study (13), thalidomide
induced a notable effect on weight and anthropometric
indices of patients with cancer while significant improve-
ment in the quality of life after a 4-week follow-up was not
shown.

According to the data, it seems that reaching the qual-
ity of life improvement needs a longer duration of follow-
up in comparison with other indices and the criteria could
ameliorate in the studies lasted for more than 8 weeks.
For example, in line with our results, Kraft M et al. could
demonstrate the notable effects of L-carnitine (4 gram,
daily) after a 12-week follow-up while they could not prove
any significance after 6-week follow-up. Therefore, one can
conclude that changing in some parameters such as qual-
ity of life possibly requires more span of times; meanwhile,
the shorter follow-up periods seem to be adequate for de-
tecting changes in the appetite and patients’ weight score.

The findings of the study suggested the potential lim-
itations associated with conducting a randomized con-
trolled trial concerning herbal combination for the treat-
ment of cancer-induced cachexia; firstly, the limited num-
ber of eligible patients due to the stringent exclusion and
inclusion criteria which has been restricted the vast range
of patients’ recruitment and, secondly, having a short time
of follow-up, limited to 8 weeks due to acceleration in pa-
tient’s dropouts and termination in patients’ drug adher-
ence.

Taken all limitations together, as our knowledge serves,
this is the only study demonstrating the potential effects
of the traditional herbal combination on the manage-

ment of cancer-induced complications such as cachexia or
anorexia. This herbal combination can effectively be used
as a safe substitute for proposed chemical medicines such
as megestrol with several adverse effects. The concern is
rising over the use of megestrol as a standard agent for the
management of cancer-induced cachexia, especially for pa-
tients who are at risk of thromboembolic events.

Based on the experience from the study, perhaps future
trials for assessing the potential effects of agents for the
treatment of cancer-induced anorexia/cachexia in patients
who have advanced cancer should be conducted in less
stringent entry criteria, a larger sample, and longer follow-
up. Our suggested herbal combination might also be a
more effective therapy if used much earlier in the disease
trajectory, and this should be a consideration in the design
of any future intervention trial for appetite or cachexia.

5.1. Conclusions

Given the ameliorated results from the herbal com-
bination supplementation contained Fenugreek, Fennel,
Chicory in terms of weight gain and appetite improve-
ment as well as physical and quality of life enhancement,
it seems that the herbal combination can be used as an
adjunctive treatment for patients suffering from cancer-
induced cachexia and anorexia. However, further studies
with larger sample sizes and longer follow-up periods are
warranted.
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