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Abstract

Nephrolithiasis in northeastern Thailand frequently presents with multiple chronic health complaints
(MCHC), namely, myofascial pain, back pain, dyspepsia, arthralgia, headache, fatigue, frank paresthesia,
dysuria, and any of these aggravated by purine-rich food (PRF). We previously reported that long-term
consumption of Orthosiphon aristatus (Blume) Mig. (OA) herbal tea could relieve certain health complaints
and cause some reduction of stone size in nephrolithic patients with MCHC and positive white blood cells
(WBC) in the urine. The objective of this study was to compare the efficacy of OA or OA plus norfloxacin
(NFL) in the treatment of MCHC subjects with negative or positive urine white blood cells. A double-con-
cealed, randomized, controlled trial wasconducted in 15 rural villagesin Khon Kaen Provincefrom February
through July 2005 on 209 M CHC subjectsenrolled and 193 evaluated (75 without WBC and 118 with WBC),
and randomly assigned into 4 groups, as follows: G1 (39), G2 (36), G3 (60) and G4 (58). Placebo with OA
(extract of 1.7 g dried leaves), norfloxacin 400 mg (NFL) and OA+NFL, all in identical capsules, were given to
G1, G2, G3and G4, respectively. Themedicationswerepacked, then their codeswereconcealed. Every group
was instructed to avoid purine-rich food (PRF) during the two-week treatment period. Therapeutic success,
defined as the reduction of the VAS score 250 percent in 250 percent of the subjects, for each active MCHC
symptom. The results showed subjectsin every group reduced their PRF intake during treatments by 90
percent and each active symptom was significantly decreased (p<0.001, Friedman Test); thus, therapeutic
successwasreached within twoweeks. A statistically significant difference between the groupswasnot found.
Only thereactive M CHC symptoms of the subjectsin G1 (placebo group) did not decrease, whilethosein the
other groups (G2, G3, G4) significantly decreased (p<0.05, Pearson chi-square). The study concluded that
PRF-restriction significantly reduced MCHC symptoms among all treatment groups within two weeks and
the incidence of the reactive MCHC symptoms of G2, G3 and G4 were significantly reduced in the second
week whilethey did not decreasein the placebo group (G1).
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Background and Rationale

Depending on screening instruments and loca-
tion, the prevalence of renal stones (RC) among rural
dwellers in northeastern Thailandl'2 varies from 0.38
to 16 percent. Persons with nephrolithiasis usually
have multiple chronic health complaints (MCHC), in-
cluding myofascial pain, back pain, dyspepsia,
polyarthralgia, headache, fatigue, frank paresthesia,
dysuria at least once a year, and/or any of these made
worse by consuming purine-rich foods (PRF).3 Those
complaints (except headache) have been significantly
associated with findings of renal stones detected by
ultlrasomography4 and present commonly at sub-
district health centers and community hospitals, where
MCHC patients make repeat visits for treatment of
each symptom separately rather than for the whole
syndrome, thereby overburdening the healthcare sys-
tem.

A study revealed that the higher levels of PRF
are associated with an increased risk of gout, whereas
a higher level of consumption of dairy products is
associated with a decreased risk.5 Moderate intake
of purine-rich vegetables or protein is not associated
with an increased risk of gout.

Whether or not white blood cells (WBC) are
present in the urine, RC patients can suffer from
MCHC. Some urine “dipsticks” can detect nitrites
and leukocyte esterase and have a high negative pre-
dictive value (90-95%) for excluding for urinary tract
11r1fection.6_8 Recently, Thai patients with large renal
stones with MCHC were positive for WBC in their
urine and were treated with co-trimoxazole for about
two months plus Orthosiphon or sodium potassium
citrate. More than 90 percent of both groups reported
a substantial reduction in myofascial pain, arthralgia,
dyspepsia and fatigue, without any other medication.
The study revealed the rate of stone size reduction
per year after taking Orthosiphon and sodium potas-
sium citrate was 28.5 percent and 33.8 percent, re-

. 3
spectively .

Orthosiphon, found throughout Southeast Asia,
has been drunk as an herbal tea for centuries to treat
gout, rheumatism, diabetes, hypertension and RC. An
in vitro study showed that an aqueous extract of
Orthosiphon aristatus has an antibacterial activity
against two serotypes of Streptococcus mutans (MIC
7.8-23.4 mg/mL).”

To find an effective method to treat the MCHC,
we evaluated the effect of OA (G2) vs. placebo (G1)
for the treatment of MCHC without urine WBC and
OA plus NFL (G4) vs. NFL alone (G3) in MCHC pa-
tients with urine WBC. Since PRF can aggravate
MCHC, we tested the interventions while subjects
abstained from 25 types of PRF common in rural north-

eastern Thailand.

Methodology

Trial Design, Funding and Ethics Approval

Our study was a prospective, concealed, ran-
domized, controlled trial conducted over a two-week
period. The research was supported by Khon Kaen
University and the protocol approved by the Ethics
Committee of Khon Kaen University (HE471225) in
February 2005. Written informed consent was ob-
tained from the patients who met the inclusion crite-
ria. We started recruiting the patients in March 2005
and finished gathering the data in June 2005.

Subjects

Free ultrasound checks for renal stones were an-
nounced through local health workers and village
headmen in 15 villages. Participants joining the study
were interviewed for their chronic health complaints,
received an ultrasound examination and underwent
urinalysis (using a urine strip). All of the subjects
were asked about the presence of nine chronic symp-
toms: (1) multiple myofascial pain; (2) back or lower
abdominal pain; (3) dyspepsia; (4) polyarthralgia; (5)
single-side headache; (6) fatigue; 7) frank paresthe-

sia; (8) dysuria at least once a year; and (9) any of

996/



990G gqsarsnisunndunulnguaznisunngnioiden

Ui b alufl 0 WOUNIAL-FVMAU Inéeo

these aggravated by PRF.

The inclusion criteria comprised: (1) patients with
RC or those having a hyperechoic focus suspected of
being RC; (2) having five or more of the nine MCHC;
(3) having at least two active symptoms at the time
of study; (4) being between 20 and 65 years of age;
and (5) willing to stop eating PRF during the treat-
ment period.

Subjects were excluded if they had (1) a stone
obstruction: (2) heart disease; (3) known chronic re-
nal failure; (4) were pregnant; or (5) had any other
severe illness. Patients with negative or positive urine
white cells, diagnosed by a urine strip read by a por-
table urine analyzer (UriluxS, Roche, Basel, Switzer-
land), were categorized as Set 1 or Set 2, respectively

(Figure 1).

Randomization

Subijects in both sets were stratified by the num-
ber of their active symptoms: those with 2-4 symp-
toms were assigned to subgroup 1A or 2A and those

with more than 4 symptoms to subgroup 1B or 2B.

Each member of each subgroup was assigned a run-
ning number according to the time of entering the
trial.

Patients from 1A and 1B were allocated by block
of six to G1 (the placebo group) or G2 (the OA group)
while patients from 2A and 2B were allocated to G3
(NFL plus placebo group) and G4 (the OA plus NFL
group). Every sixth consecutive participant was en-
rolled in each subgroup (1A, 1B, 2A, 2B), three sub-
jects were assigned by coin toss to the G1 group and
three to G2. Thus, in Set 1 each running number in
subgroup 1A and 1B belonged to either G1 (placebo)
or G2 (OA) and in Set 2 to either G3 (NFL plus pla-
cebo) or G4 (NFL plus OA). The medications were
prepared according to the codes before recruitment

began; thereafter, the codes were concealed until the

data analysis phase.

Treatment

Norfloxacin (400 mg), placebo and OA extract
were loaded into identical-looking capsules.

Norfloxacin was ground before the capsules were filled.

Enrollment meeting inclusion criteria,
n=209 willing to stop PRF
UrlneWBC -/+
Set1(n=86) Symptoms Set2(n=123)
2-4=A;>4=B

| 1A=54 | | 1B=32 |

N

[G1(n=44) | [ G2(n=42) é;
z
o
y L o
| Lost(n=5) | | Lost(n=6) |
>
>
Q
y A q
(2]
Analyzed Analyzed 7
(n=39) (n=36)

Randomization
[block of 6]

|G3( n=64) | |G4( n=59) |

| Lost(n=4) | | Lost(n=1) |
Analyzed Analyzed
(n-60) (n=58)

Figure 1 Details of patients enrolled in the study
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Table 1 Reasons for losts to follow-up, by treatments

Reason G1 G2 G3 G4 Total
Side effects o 2f qF T 4
Reactive symptoms 0 2§ 0 0 2
Feeling no improvement 3 2 1 0 6
Unknown reason 2 0 0 4
Total 5 6 4 1 16

G1, Placebo; G2, Orthosiphon (OA); G3, Norfloxacin (NFL); G4, NFL +0A
T palpitation, dizziness

palpitation

face edema
§ fatigue and myofascial pain

The placebo capsule contained dried, ground swamp
morning glory (Ipomoea aquatica Forssk). To prepare
the OA extract, dried leaves of OA were ground in a
mechanical mill and put into hot water (70-80°C) for
20 minutes. The infusion was separated in a con-
tainer and put into a hot water-bath. The tempera-
ture of the infusion was 70-80°C for 36 hours until
nearly dried; then it was mixed with a prepared mix-
ture and left in a drying chamber for 48-72 hrs at 40-
50°C. This dried mixture was ground and loaded into
capsules. Each capsule of OA extract equaled 1.6 to
1.8 g of dried leaves. Set 1 took one capsule of pla-
cebo or OA two times a day, while Set 2 took 2 cap-
sules, NFL and placebo for G3 and one NFL capsule
and one OA for G4.

Therapies comprised a 20-minute orientation on
the schedule and foods that aggravate MCHC to en-
courage abstention of 25 PRF during the trial period.
PRF included bamboo shoots, tops of Calamus rotang
L., coconut leaf shoots, young leaves of Acacia
pennata, mushrooms, fermented rice noodle, fermented
fruits, fermented vegetables, alcoholic beverages,
grasshoppers, red ant larvae, silk worms, crickets,
cicada, oxen, buffalo, small freshwater fish, shellfish,
squid, fowl, bullfrogs, frogs, frog larvae, and field rats/

mice.

Adverse effects of treatments and the reactive
symptoms

Adverse effects were defined as new symptoms
not on the MCHC list that occurred during treatment.
Symptoms already on the MCHC list, inactive at the
beginning but becoming active during the treatment,

were called reactive symptoms.

Measurements

The general feeling of illness (GFI) and each ac-
tive symptom had a maximum score of 100 and a
minimum score of 0, according to the visual analog
scale (VAS). VAS was performed by each patient
under supervision at the beginning (on day 0) and on
days 7 and 14. The percentage reduction in each
variable was calculated as follows:

Percentage of score reduction = 100 x [(VAS day
0) — (VAS day 7)] = (VAS day 0)

The main outcome measure was the therapeu-
tic success of each MCHC symptom and the second
the therapeutic success in the GFI. The reduction of
the score by =50 percent in =50 percent of the sub-
jects by the fourteenth day was considered a thera-
peutic success. Reduction of the score by =25 per-
cent in =50 percent of the subjects by day 14 was
considered a partial response. We otherwise noted a
non-response. Data on daily PRF intake were col-

lected retrospectively through interviews on days 0, 7

and 14.

Data analysis

Data were expressed as means and 95 percent
confidence intervals (95%CI), medians and interquartile
ranges (IQR). A comparison of results between the
four groups was performed using one-way ANOVA
for normal distributions or the Kruskal Wallis Test for
skewed distributions. Before and after analyses within
groups was done using the paired t-test or the Fried-
man test for normal or skewed distributions, respec-
tively. A probability of p<0.05 was set for statistical

significance.
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Table 2 Baseline characteristics and mean scores, by VAS scale, for 193 patients

Set1 (urine white cell neg.)

Set2 (urine white cell pos.)

Variable
G1 (n1 =39)

Age (>45) 31 (79.5%)
27 (69.2%)

28 (71.8%)

Sex (female)*

Renal stone positive*

Urine RBC found* 7(17.9%)
MCHC* mean (95%Cl) 6.6(6.5, 7.6)
GFl score mean (95%Cl) 50.3(42.5, 58.1)
Active sym mean (95%Cl) 4.2(3.6,4.7)
Myofascial pain n (%) 35 (89.7)
Back pain n (%) 31 (79.5)
Dyspepsia n (%) 15 (38.5)
Polyarthralgia n (%) 27 (69.2)
Headache n (%) 17 (43.6)
Fatigue n (%) 19 (48.7)
Frank paresthesia n (%) 13 (383.3)
Dysuria n (%) 0 (0)
Aggravated by PRF n (%) 35 (89.6)

G1, Placebo; G2, Orthosiphon (OA); G3, Norfloxacin(NFL); G4, NFL+OA;

G2 (n2=36) G3 (n3=60) G4 (n4=58)

29 (80.6%)
22 (61.1%)
23 (63.9%)

48 (80.0%)
54 (90.0%)
54 (90.0%)

42 (72.4%)
48 (82.8%)
53 (91.4%)

9 (25.7%) 25 (42.4%)" 32 (56.1%)"
6.6(5.9, 7.2) 6.0(5.6, 6.5) 6.3(5.9, 6.7)
52.1(46.5,57.6)  52.0(47.2,56.7)  50.8(46.3, 55.4)
3.8(3.3, 4.5) 4.1(3.7, 4.5) 4.0(3.6, 4.4)
25 (69.4) 43 (71.7) 40 (68.9)
30 (83.3) 50 (83.3) 48 (82.8)
19 (52.8) 26 (43.3) 31 (53.4)
22 (61.1) 39 (65.0) 40 (68.9)
10 (27.8) 19 (31.7) 25 (43.1)
14 (38.9) 31 (51.7) 29 (50.0)
12 (33.3) 28 (46.7) 28 (48.3)
o (0) o (o) o (0)
27 (75.0) 50 (83.0) 49 (84.5)

MCHC, Multiple chronic health complaints; GFl, General feeling of iliness; PRF, Purine-rich food;

T exclude menstruation: n3=59, n4 =57;

* Set1 and Set 2 were significantly different but similar within the sets

Results

A total of 209 subjects agreed to participate, of
whom 5, 6, 4 and 1 were lost to follow-up in G1, G2,
G3 and G4, respectively. Two subjects in G2 (with
palpitations, dizziness), one in G3 (with palpitation),
and one in G4 (with face edema) were excluded be-
cause of potential side effects or confounding factors.
Two subjects in G2 had reactive symptoms. Three,
two and one subjects from G1, G2 and G3, respec-
tively felt unchanged after one week of treatment and
then quit. For unknown reasons, two and two sub-
jects from G1 and G3 were lost to follow-up. All 193
subjects mentioned had complete data portfolios and
were analyzed on an intention-to-treat basis (Figure

1 and Table 1).

Baseline patient characteristics

The mean age of participants was 53.7 years

(53.5, 53.8, 65.5 and 52.0 for G1, G2, G3 and G4, re-
spectively). Table 2 shows the patients’ baseline char-
acteristics. They were similar in the percentage of
patients aged over 45 years (79.5, 80.6, 80.0 and 72.4%),
for the mean (95%CI) of VAS score for GFI [50.3
(42.5,68.1), 52.1 (46.5,57.6), 52.0 (47.2,66.7), and 50.8
(46.3,55.4)], for mean (95%CI) number of active symp-
toms [4.2 (3.6,4.7), 3.8 (3.3,45), 41 (3.7,45) and 4.0
(3.6,4.4)], and the percentage with a history of symp-
toms aggravated by PRF (89.6, 75.0, 83.0 and 84.5).
Each group had a similar distribution of the active
symptoms.

Some variables were similar within the Set but
significantly different (p<0.05) between Set 1 (G1, G2)
and Set 2 (G3, G4), these were female sex (69.2, 61.1
and 90.0, 82.8%); having a positive ultrasound exam

for RC (71.8, 63.9 and 90.0, 91.4%); and positive urine
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red cells (17.9, 256.7 and 42.4, 56.1%). The respective
mean (95%CI) of the MCHC variables was 6.6 (6.5,
7.6), 6.6 (6.9, 7.2), 6.0 (5.6, 6.5) and 6.3 (5.9, 6.7) symp-
toms per subject, which were similar within the Sets

but significantly different between Sets (Table 2).

Main outcomes: each active MCHC symptoms
(Table 3)

There were six active MCHC symptoms, namely,
myofascial pain, back pain, dyspepsia, poly-arthral-
gia, headache, fatigue and paresthesia. There was
no significant difference between groups of VAS scores
for each of the six active MCHC symptoms on days 0O,
7 and 14 of treatments. When compared within groups,
each of the six active MCHC symptoms had a signifi-
cantly decreased VAS score (p<0.001, Friedman Test)
(Table 3).

Using the therapeutic criteria in every MCHC
symptom, G1, G2, G3 and G4 had score reductions of
=50 percent in =50 percent of the subjects during the
two-week treatment period, so every symptom in each
group met with therapeutic success, and there was
no statistically significant difference between groups
when compared at the same periods (Table 3).

There was one variable, dysuria at least once a
year, among the MCHC that did not present as an
active symptom to be monitored in this study, be-
cause it occurred for a few hours or a few days. We

could not include dysuria in the evaluation process.

Second outcome: the general feeling of illness (GFI)

There was no significant difference between the
four groups vis-&vis the VAS scores or the GFI on
days 7 and 14 (Table 4). Comparing day 0 and follow-
up on days 7 and 14, there was a significant decrease
(p<0.001, Friedman Test) in VAS scores for the GFI
for every group (Table 3). When using the therapeu-
tic criteria, G3 and G4 had a score reduction of >50
percent in 56.7 percent and 53.4 percent of subjects
who met with therapeutic success, while G1 and G2

had a score reduction of >25 percent in 69.2 percent

and 61.1 percent indicating a partial response (Table

3-4).

Purine-rich food (PRF) consumption

The mean frequency of PRF consumption per
week among the four treatment groups (G1-G4) dur-
ing the same period, the week before treatment, the
first week and the second week of treatment, were
not significantly different, but for the frequency within
each group at different periods, every group had a
significantly reduced frequency (p<0.001, Friedman
Test).

The respective mean (SD) of PRF consumption
for G1, G2, G3 and G4 over the 7 days before treat-
ment was 11.4 (10.2), 14.2 (13.2), 11.7 (9.2) and 12.2
(9.8) times. In the first and second week of treatment
the respective mean (SD) of G1, G2, G3 and G4 was
0.9 (3.4), 1.3 (3.7), 0.3 (0.59) and 0.5 (1.0) times and 0.7
(1.1),1.3(4.7), 0.5(1.1) and 0.5 (1.0) times. About one-
third of all PRF consumed regardless of treatment
group was bamboo shoots, which significantly de-
clined (p<0.001, Friedman Test) in the first and sec-
ond weeks. The data clearly show that the subjects
in every group kept their promise to reduce PRF con-
sumption. Every group reduced PRF intake during
the first and second weeks to less than 10 percent of

the frequencies before treatment.

Adverse effects and reactive symptoms

In the first week, 42 (21.8%) of the subjects re-
ported new mild symptoms of which 1.5 percent were
considered adverse effects and 21.2 percent as re-
active MCHC symptoms (Table 5). The side effects
were rashes and dizziness, while the re-active symp-
toms included myofascial pain, fatigue, back pain,
arthritis, sleep problems, dyspepsia, headache and
paresthesia.

The number of subjects who reported new symp-
toms, both adverse effects and re-active MCHC, in
the first and second week of treatment was not sig-

nificantly different between groups in the same pe-
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Table 3 Number and percentage of patients with a reduction in VAS scores by =225% and by =250% for MCHC symptoms and GFl

on day 7 and day 14

Decrease
Symptoms Day G1 (%) G2 (%) G3 (%) G4 (%) P-val®
(%)
Back pain*** 7 225 22(71.0) 17(56.7) 26(52.0) 28(58.3) 0.41
(N=159, n1=31, n2=30, =50 16 (51.6) 15(50.0) 16 (32.0) 21(43.8) 0.26
n3=50, n4=48) 14 =25 25(80.6) 20(66.7) 38(76.0) 37(77.1) 0.62
=50 18(58.1) 16(53.3) 30(60.0) 32(66.7) 0.69
Myofascial pain*** 7 225 17 (48.6) 18(72.0) 25(58.1) 21(52.5) 0.98
(N=143, n1=35, n2=25, =50 10 (28.6) 8(32.0) 14(32.6) 13(325) 0.98
n3=43, n4=40) 14 225 26 (74.3) 18(72.0) 32(744) 30(75.0) 0.99
=50 20(57.1) 16(64.0) 27(62.8) 21(52.5) 0.74
Arthralgia*** 7 =25 14 (51.9) 14(63.6) 23(59.0) 23(57.5) 0.87
(N=127,n1=27, n2=22, =50 7 (25.9) 7(31.8) 16(41.0) 14(35.0) 0.64
n3=39, n4=40) 14 225 19 (70.4) 15(68.2) 28(71.8) 28(70.0) 0.99
=50 14(51.9) 11(50.0) 23(59.0) 25(62.5) 0.73
Fatigue™** 7 =25 9(47.4) 4(28.6) 15(484) 18(62.1) 0.23
(N=93,n1=19, n2=14, =50 4(21.1) 2(14.3) 11(355) 11(37.9) 0.29
n3=31, n4=29) 14 =25 12 (63.2) 9(64.3) 23(74.2) 25(86.2) 0.25
=50 10 (52.6) 7(50.0) 20(64.5) 18(62.1) 0.73
Dyspepsia*** 7 =25 9(60.0) 11(57.9) 16(61.5) 24(77.4) 0.42
(N=91,n1=15, n2=19, =50 8(53.3) 9(47.4) 11(42.3) 13(41.9) 0.88
n3=26, n4=31) 14 =25 12(80.0) 15(78.9) 24(92.3) 26(83.9) 0.59
=50 9(60.0) 12(63.2) 24(92.3) 23(74.2) 0.06
Paresthesia™*** 7 =25 8 (61.5) 6(54.5) 17(60.7) 21(75.0) 0.56
(N=81,n1=13, n2=12, =50 5(38.5) 4(36.4) 10(35.7) 16(57.1) 0.37
n3=28, n4=28) 14 =25 11 (91.7) 8(80.0) 22(81.5) 24(88.9) 0.75
=50 9(69.2) 6(54.5) 19(67.9) 21(75.0) 0.67
Headache*** 7 =25 11 (64.7) 5(50.0) 15(78.9) 17(68.0) 0.46
(N=71,n1=17,n2=10, =50 10 (58.8) 3(80.0) 14(73.7) 11 (44.0) 0.09
n3=19, n4=25) 14 =25 14 (82.4) 9(90.0) 17(89.5) 20(80.0) 0.79
=50 13 (76.5) 5(55.6) 15(78.9) 16(64.0) 0.49
GFI*** 7 =251 20(51.3) 22(61.1) 35(58.3) 34(58.6) 0.84
(N=193, n1=39, n2=36, =50 10 (25.6) 8(22.2) 20(33.3) 18(31.0) 0.64
n3=60, n4=58) 14 >25% 27 (69.2) 22(61.1) 47(78.3) 44(75.9) 0.27
=50 18 (46.2) 17 (47.2) 34(56.7) 31(53.4) 0.69

G1,Placebo; G2,0rthosiphon (OA); G3, Norfloxacin (NFL); G4, NFL +OA; GFI, General feeling of illness
T 100x (VAS score day O — VAS score day 7)/ VAS score day O

*100x (VAS score day O — VAS score day 14)/VAS score day O

§ between group by Pearson chi-square

*** p<0.001, compare VAS score measured on day O, 7, 14 within group by Friedman test.

Numbers in bold show score reduction of = 50 percent in 50 percent of the subjects.
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Table 4 VAS scores of general feeling of iliness for 193 patients by treatments

VAS score of GFI G1* G2* 63* 64+ P-value*
Day O Median (IQR)" 50.0 (35) 50 (12.8) 51 (17) 50 (18.5) 0.964
Mean (SD) 50.3 (24.1) 52.1(16.4) 52.1(18.7) 50.6(17.1)
95%Cl 42.5, 58.1 46.5,57.5 47.2,56.9 46.1,55.1
Day 7 Median (IQR)Jr 32.0 (44.0) 34 (20.8) 35 (40) 30 (29) 0.913
Mean (SD) 36.5 (24.1) 35.5(18.9) 32.6(22.9) 35.9(21.3)
95%Cl 28.7, 44.3 29.1,41.9 26.6,38.6 30.2,41.5
Day 14  Median (IQR)" 15 (38.0) 27 (37.5) 20 (28) 20 (31.5) 0.596
Mean (SD) 26.2 (24.4) 31.3(24.5) 24.5(20.1) 26.1(19.9)
95%Cl 18.3, 34.1 22.9,39.5 19.0,29.9 20.8,31.4
G1,Placebo; G2,0rthosiphon (OA); G3,Norfloxacin (NFL); G4, NFL +OA
GFl, General feeling of illness
T Inter—quartile range;
* p<0.001 compared dayO and day7, 14 by Friedman test;
* Compared between groups by Kruskal Wallis test.
Table 5 Re-active symptoms and new symptoms in the first and second week
Week 1 t Week2Jr
Reported symptoms
G1 G2 G3 G4 G1 G2 G3 G4
Number of subjects¢ 7 10 13 12 7 *1 5 *4
n (%) (17.9) (27.8) (21.6) (20.7) (17.9) (2.7) (8.3) (6.8)
New symptom 0 0 1 2 2 0 1 2
Rash 0 0 0 1 1 0 0 1
Dizziness 0 0 1 1 1 0 1 1
Reactive MCHC 7 10 12 12 9 1 4 2
Myofascial pain 4 3 B 8 1 1 1 1
Fatigue 2 4 4 2 1 0 2 0
Back pain 0 2 S 2 2 1 1 0
Arthritis 1 1 3 1 0 0 0 1
Sleep problem 1 2 3 1 0 0 0 0
Dyspepsia 1 1 0 1 & 0 0 2
Headache 1 0 1 1 0 0 0 0
Paresthesia 0 0 1 0 0 0 1 1
G1, Placebo; G2, Orthosiphon (OA); G3, Norfloxacin(NFL); G4, NFL +0OA

MCHC, Multiple chronic health complaints

T p >0.1 Compare between groups by Pearson chi-square

¥ Some subjects had =21 symptoms
* p<0.05 within group by Pearson chi-square.

riod. The respective percentage of subjects in G1,
G2, G3 and G4 who reported new symptoms was
17.9, 27.8, 21.6 and 20.7 percent in the first week and
17.9, 2.7, 8.3 and 6.8 percent in the second. Within

the same group between the first and second week,
subjects who reported new symptoms decreased sig-
nificantly in G2, G3 and G4 (p<0.05, Pearson Chi-

Square), while the subjects in G1 had a similar rate.
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The number of subjects who reported myofascial pain
decreased from 20 (10.3%) in the first week to 4 (2.1%)
in the second. Similarly, fatigue and back pain posted
a respective decline from 12 (6.2%) to 3 (1.6%) and 7
(3.6%) to 4 (2.1%).

Discussion

Summary of main findings

When PRF consumption was decreased to <10
percent of the usual level, MCHC symptoms were
reduced in all treatment groups. The patients suffer-
ing from each of the MCHC symptoms similarly ben-
efited from the four treatments: whether placebo, OA,
NFL and NFL plus OA. The severity of each MCHC
symptoms decreased =50 percent in =50 percent of
the subjects during the two-week treatment period,
and there was no significant difference between the
four groups. The severity of GFI in G1 and G2 was
reduced less than in G3 and G4, but the difference
was not statistically significant when comparing VAS
scores (p<0.596, Kruskal Wallis Test, Table 3-4). The
only difference between groups found in this study
was in the incidence of the re-active MCHC in the
placebo group (G1), which was not decreased in the
second week of treatment, while it was significantly

reduced in G2, G3 and G4.

Where this fits with other literature

Without reference to any PRF restrictions, anec-
dotal reports claimed a good result when people used
Orthosiphon to treat gouty arthritis, myofascial pain
and renal stone. Even though none of these reports
were the double-blind randomized controlled trials,
most users felt some improvement so they continued
using OA. In another study without PRF 1restrictions,3
both OA plus co-trimoxazole, and sodium potassium
citrate plus co-trimoxazole resulted in a substantial
reduction in associated symptoms (i.e., dyspepsia,
myofascial pain, arthralgia, back pain) in patient’s with

nephrolithiasis, positive for WBC in the urine. This

information plus results from our study lead us to
conclude that: (1) OA or OA plus NFL probably re-
duces MCHC symptoms more than placebo or pla-
cebo plus NFL in patients with or without urine WBC,
eating a non-restricted diet; and, (2) with PRF con-
sumption restrictions, the addition of OA or OA and
NFL will have no additional benefit over placebo or
placebo and NFL in MCHC patients with or without
urine WBC.

Strengths and limitations

This was the first Thai study to investigate a
method of dealing with MCHC as a syndrome in per-
sons with nephrolithiasis. It was a double-blind ran-
domized controlled trial. The indifferent results of
the four treatments actually indicate the primary im-
portance of restricting PRF as the key intervention
for resolving MCHC.

There were some limitations to our study. First,
16 (8.2%) subjects refused to continue their medica-
tion (Table 1). The authors tried to test the effect of
the lost by including the subjects in “not feel improved”
and “unknown reason” categories from Table 1 as the
subjects with score reduction <25 percent for the gen-
eral feeling of illness (GFI). Thus, we added 5, 2, 3
and 0 to the number in G1, G2, G3 and G4, respec-
tively. In the recalculation we got the same conclu-
sion for GFI, G1 and G2, that is, a partial response,
while G3 and G4 was a therapeutic success.

The second limitation was the lack of a control
group for PRF restriction, but that is because the test-
ing for the effect of PRF was not one of our original

objectives.

Implications

MCHC in the rural community is prevalent, so a
method of discovering and treating its root cause
would be invaluable. A random survey in the rural
communities in Khon Kaen revealed that, during one
week, more than 9 out of 10 persons consumed a PRF

at least once (i.e., bamboo shoot, fermented food, meat)
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and more than one-third reported having their symp-
toms (myofascial pain, arthralgia, dyspepsia and back
pain) aggravated by these foods.lo Restricting PRF
over the two-week research period was practicable
for the 193 participants, but would not be easy to
maintain much longer as the foods are a main part of
the standard northeastern Thailand diet. Nonethe-
less, the study indicates that MCHC severity could
be decreased by restricting the intake of PRF'.

In order to compose effective management guide-
lines for general MCHC patients, the following need
answering: (1) Does PRF restriction benefit all MCHC
patients even those not aware that they are suffering
from nephrolithiasis? (2) Will their symptoms com-
pletely disappear if PRF are permanently restricted?
(3) Can OA significantly relieve MCHC more than a
placebo in patients who do not restrict their intake of
PRE? (4) Are there other areas in the world where

MCHC prevalence is high and is there an association

with gout?
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