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Objective : To establish reference intervals of clinical chemistry for helping
the physician in differentiating between the healthy and diseased

patients at Central Laboratory of King Chulalongkorn Memorial

Hospital (KCMH).
Study Design * A descriptive study.
Materials and Methods :  The study was done on 164 subjects, composed of 60 males

and 104 females, age between 18 to 70 years old. All the
subjects have normal vital signs, physical examination, chest
X-ray,~and laboratory-investigation. Blood collection was
performed by venepuncture after informed consent was
obtained. Reference intervals of fasting blood glucose (FBG),
blood urea nitrogen (BUN), creatinine (Cr), uric acid, cholesterol
(Chol), triglyceride (Tg), high-density lipoprotein cholesterol
(HDLc), aspartate aminotransferase (AST), alanine
aminotransferase (ALT), and alkaline phosphatase (ALP), were
performed by Hitachi 912. The study method was performed
according to recommendation of the National Committee for

Clinical Laboratory Standards (NCCLS).
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Results : Reference intervals of FBG, BUN, Cr, uric acid, Chol, Tg, HDLc,
AST, ALT, and ALP were 74-106 mg/dL, 6-19 mg/dL,
0.5-1.1 mg/dL, 2.5-7.0 mg/dL, 150-220 mg/dL, 26-143 mg/dL,
41-91 mg/dL, 13-30 U/L, 10-38 U/L, and 28-93 U/L, respectively.

Conclusion : Our results agree with the previous studies and all our reference
levels are in limitation of recommended reference level of the
studies as well. We conclude that our reference level could be
used as reference intervals for population at KCMH. In addition,
reference intervals should not only be established for reason
of requirement of standard service, but also should be used to

support patients’ care.
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Generally laboratory tests are the most
common noninvasive investigation that ordered by
clinicians. In order to interpret a laboratory test, a
clinicians needs to know the reference intervals or
values of the test run in healthy population. However,
most of biochemical substances in circulation
are influenced by several factors, therefore each
laboratory is recommended to establish their own
reference intervals of laboratory tests. To establish
proper reference intervals for any laboratory tests,
three important criteria are needed to be considered.
Firstly, the subject populations must be evaluated
for their health conditions. In another word, ostensible
subjects should not be recruited into the study without
adequate evaluation for their health status. Secondly,
the size of the population must be adequate for
statistical calculation. Thirdly, the selected statistical
methods should be suitable. In order to establish
proper reference intervals of laboratory tests for
worldwide laboratories, the National Committee
for Clinical Laboratory Standards (NCCLS) had
provided a standard method to determine reference
intervals.”?

In order to establish clinical chemistry
reference intervals for helping the physician in
differentiating between the healthy and diseased
patients at Central Laboratory of King Chulalongkorn
Memorial Hospital (KCMH), the authors designed a
descriptive study based on the recommendation
method of NCCLS. In addition, all laboratory services
at the Central Laboratory of KCMH have been
performed under the standard of ISO 15189: 2003%
since August 2003. The laboratory has been audited
and accredited for the standard by the Department
of Medical Science, Ministry of Public Health,
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since April 2004. It is the first laboratory in Asia
that has been audited and accredited for ISO 15189:
20083.

Materials and Methods

This study protocol has been approved by
the Research Ethics Committee (REC), Faculty of
Medicine, Chulalongkorn University. All subjects were
checked for vital signs, blood pressure, and also
inspected by doctors. Those who had abnormal vital
signs or abnormal blood pressure or abnormal doctoral
inspection were not recruited for further chest X-ray
(CXR) and laboratory investigation, for this study. After
informed consent was obtained, blood was collected
by venepuncture. Four hundred and eighty volunteers
were randomly selected, composed of 240 males and
240 females, age between 16 to 81 years old. Most of
them were employees of private or governmental
organizations enrolling in annual checkup program,
at KCMH, during July to November 2003. Some of
them were having their own annual checkup. All
volunteers were filmed for CXR and investigated
according to the laboratory menu for complete blood
count (CBC), fasting blood glucose (FBG), blood urea
nitrogen (BUN), creatinine (Cr), uric acid, cholesterol
(Chol), triglyceride (Tg), high-density lipoprotein
cholesterol (HDLc), aspartate aminotransferase (AST),
alanine aminotransferase (ALT), alkaline phosphatase
(ALP), urinalysis (UA), and stool examination. In
addition, CBC was analyzed by Advia 120, and FBG,
BUN, Cr, uric acid, Chol, Tg, HDLc, AST, ALT, and
ALP were determined by Hitachi 912.“’ The principles
of determination of FBG, BUN, Cr, uric acid, Chol, Tg,
HDLc, AST, ALT, and ALP were hexokinase, kinetic

UV assay, kinetic colorimetric assay, uriase/PAP,
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enzymatic colorimetric assay, enzymatic colorimetric
assay, homogeneous enzymatic colorimetric assay,
IFCC/SFBC, IFCC/SFBC, IFCC/liquid, respectively.
Subjects who had abnormal CXR and/or laboratory
results were excluded from the study. After careful
investigation, only 164 (34.2 %) healthy subjects were
accepted for the study, they were 60 males and 104
females, between 18 to 70 years old.

To cover 95 % of the population (95 %
reference intervals or ranges) according to NCCLS
recommendation, the reference intervals were
calculated with the formula mean + 2 standard
deviation (mean + 2SD) for those laboratory
parameters that have Gaussian distribution. For those
laboratory parameters that have skewed distributions,
the 95 % reference intervals are calculated from 2.5

and 97.5 percentiles. ®

Results

The reference means and intervals are shown
in Table 1. The distributable patterns of each parameter
are shown in Figure 1 (a-j). From our data the
distributable patterns of most of parameters are not
Gaussian distributions even using 164 subjects
that higher than 120 subjects recommended by
NCCLS,*” so we decided to use the 95 % reference
intervals calculated from 2.5 and 97.5 percentiles for
FBG, BUN, Cr, AST, ALT, and HDLc parameters. Only
the reference intervals of uric acid, Tg, and ALP were
calculated from mean + 2 standard deviation (mean+
2SD). However, we noticed that the reference intervals
of Cr calculated by mean + 2SD was equal to the
reference intervals calculated from 2.5 and 97.5

percentiles.
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Discussion

Our glucose, BUN, Cr, uric acid, Chol, Tg,
HDLc, AST, ALT, and ALP are all close to reference
intervals recommended by manufacturer®, including
the reference intervals of Fischbach F®, (Table 1).
Because of distribution of levels of most of parameters
were skewed distributions, so most of reference
intervals were calculated from 2.5 and 97.5 percentiles.
Only the reference intervals of uric acid, Tg, and ALP
were calculated from mean + 2SD. In addition, the
reference intervals of Cr calculated by mean + 2SD
was equal to that calculated from 2.5 and 97.5
percentiles.

From the study, the distributable patterns of
FBG, BUN, Cr, AST, ALT, and HDLc were leftward
skewed , while the distributable patterns of Chol was
in the opposite direction. These suggested that the
blood levels of FBG, BUN, Cr, AST, ALT, HDLc, and
ALP in healthy population trend to shift to the lower
levels, whereas the blood level of Chol in healthy
population shifts toward the opposite direction, to the
higher levels. The distributable pattern of Chol
suggested the tendency of high cholesterol in healthy
population. Because of high cholesterol and low HDLc
associated with coronary heart diseases (CHD)"?,
hence the distributable ‘pattern of Chol and HDLc
should urge the society to be concerned with
dyslipidemia,""” and the further policy for the
promotion of health of the people and prevention
should be stimulated. Furthermore, the blood level of
uric acid, and Tg are almost equally distributed to
both sides of the curves. Our reference intervals of
Chol and Tg are close to those recommended by that

of the manufacturer but both Chol and Tg are lower
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Figure 1. The distributable pattern of laboratory parameters; a.) FBG, b.) BUN, c.) Cr, d.) uric acid,
e.) Chol, f.)Tg, g.) AST, h.) ALT, I.) ALP, and j.) HDL.

Table 1. Comparison of our reference intervals and others reference intervals.

Laboratory Reference intervals Reference Reference intervals
parameters (our study) intervals (Fischbach F)®
(manufacturer)®

Glucose (mg/dL) 74-106 70-110 62-110

BUN (mg/dL) 6-19 10-20 6-25

Creatinine (mg/dL) 0.5-1.1 0.5-2.0 0.4-1.3

Uric acid (mg/dL) 2.5-7.0 2.0-7.0 Men 2.9-8.5
Women 2.2-6.5

Cholesterol (mg/dL) 150-220 150-220 <29 years old <200
30-39 years old <225
40-49 years old <245
>50 years old <265

Triglyceride (mg/dL) 26-143 40-155 50-200

HDLc (mg/dL) 41-91 50-100 -

AST (U/L) 13-30 0-38 5-40

ALT (UL) 10-38 0-38 5-40

ALP (U/L) 28-93 39-117 35-110
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than in previous studies."” Several reasons could be
stated to explain the outcome, such as the inclusion
criteria for healthy subjects in this study is different,
the study is done in different population at different
time, and by different methods. In this study, however,
all ostensive subjects were examined for physical
examination but were investigated for CXR, and
laboratory tests such as; CBC, FBG, BUN, Cr, uric
acid, Chol, Tg, HDLc, AST, ALT, ALP, UA, and stool
examination. Then only the subjects with physical
examination, CXR, and normal laboratory results were
recruited into the study. We also compare our results
with reference level recommended by manufacturer?
and Fischbach F® (Table 1). We found that our results
agree with the previous studies. All our reference
levels are in limitation of recommended reference level
of the studies as well. The important reason to explain
the study result is; our study had performed using a
strict criterion of subject inclusion according the
recommendation of NCCLS.

We conclude that our reference level could
be used as reference intervals for population at KCMH.
In addition, reference intervals should not only be
established for reason of requirement of standard
service, but should also be used to support patients’
care. We agree with the recommendation of NCCLS",
IS0, etc, that suggested every labaoratory to
establish it own reference intervals. In order to achieve
the standard requirement and the need of patients’
care for laboratory services in developing countries
such as Thailand, reference intervals should be
considered as one of the basic requirements.
Supporting grants for establish the reference intervals
from the associated or research organizations should

be managed and available to the laboratories.
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