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Procalcitonin as a biomarker of bacterial infection in
critically ill patients admitted with suspected Sepsis
in Intensive Care Unit of a tertiary care hospital
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Muhammad Aamir?, Zujaja Hina Haroon*

ABSTRACT

Objective: To compare the diagnostic accuracy of procalcitonin (PCT), C- reactive protein (CRP), total
leukocyte count (TLC) and lactate in critically ill patients admitted with suspicion of sepsis.

Methods: 1t was a cross sectional study conducted at the department of Chemical Pathology and
Endocrinology AFIP, Rawalpindi, in collaboration with Medical and surgical intensive care units (ICU) of
CMH Rawalpindi from January 2019 to December 2019. A total of 126 patients of both genders with age
above 18 years and fulfilling the inclusion criteria of systemic inflammatory response syndrome (SIRS) were
inducted in the study.

Results: Out of 126 patients 82 (65%) patients have positive blood culture results. Male predominance was
noted in patients with positive blood culture. Out of 82 patients with positive blood culture results 69(84%)
patients have positive PCT results as well whereas 13(15%) patients with positive blood culture results have
negative PCT values. 57(69%) patients had Gram negative bacterial infection and 25(30%) patients had
Gram positive bacterial infection. Significant difference was noted between the medians of PCT in blood
culture positive and blood culture negative group (p value< 0.05) whereas no significant difference was
found between medians of CRP, TLC and lactate between blood culture positive and blood culture negative
patients (p value > 0.05). ROC curve analysis of PCT, CRP and TLC were done, keeping blood culture as
reference standard, PCT showed largest area under the curve (AUC) and clearly outperformed TLC and
CRP. PCT showed AUC of 0.781 as compared to CRP and TLC, which was 0.568 and 0.617 respectively.
PCT showed sensitivity of 93.9%, specificity of 47.7%, positive predictive value (PPV) of 77% and negative
predictive value (NPV) of 80.8%.

Conclusion: Higher NPV makes it a reliable marker for screening out sepsis in suspected cases.
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11 million people die every year with sepsis.!
Sepsis does not discern among age, gender, social
status or geographic boundaries. In 2017, almost
half of the sepsis cases worldwide occurred in
children resulting in 2.9 million deaths in children
under five years of age.! Almost 60-80% of deaths
are caused by sepsis in developing countries
like Pakistan. Prevalence of sepsis in critically
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ill patients admitted to ICU was estimated to be
around 28.3% in Pakistan.?

Sepsis is life-threatening condition occurring due
to dysregulated host response to infection which
may lead to multi-organ dysfunction and eventually
death.> Sepsis ranges in severity from systemic
inflammatory response syndrome to septic shock.
Epidemiological data show that mortality is 25-
30% higher in patients with sepsis and this excess
mortality is result of delayed diagnosis despite
improvement in antimicrobial therapy.* Timely and
appropriate clinical decision-making is of utmost
importance in cases of suspected sepsis.

Although a multitude of markers like CRP,
TLC, erythrocyte sedimentation rate (ESR),
lipopolysaccharide (LPS) binding protein have
been proposed in the field of sepsis, but the most
validated remains procalcitonin.®> Various studies
conducted over last decade revealed its importance
as predictive marker for bacterial infections.® In
addition, its methodology is less time consuming
and labor intensive and provides prompt results
for early start of treatment. PCT values are directly
related to severity and outcome of sepsis.” PCT
levels > 0.5ng/ml are highly suggestive of antibiotic
requirement.?

Procalcitonin, precursor of calcitonin, is
synthesized in Ccells of thyroid gland. Bacterial toxin
mediated production of inflammatory cytokines
stimulates other organs like kidneys, liver, lungs,
fat and muscles to release PCT into bloodstream.’
However, PCT is not released in viral infections
as increased concentration of interferon y in viral
infections suppresses secretion of procalcitinin.’
PCT levels rise early in course of infection, remain
high for 8-24 hours and then return to normal
earlier than CRP.” PCT has highest sensitivity and
specificity for predicting systemic bacterial infection
in adults. PCT is a sensitive marker for diagnosing
neonatal infectious diseases as well.!! Furthermore
PCT levels correlate well with severity of bacterial
infection and bacterial load.”> Some studies in recent
past demonstrated significantly higher PCT values
in Gram negative bacteremia as compared to Gram
positive bacteremia.®

Local data regarding diagnosis and outcome
of sepsis is sparse. There is need of judicial use of
antibiotics before arrival of blood culture results
for prompt treatment of patients with sepsis.
Therefore, present study was conducted to compare
performance of procalcitonin, CRP, TLC and lactate
compared to blood culture in critically ill patients
admitted with suspicion of sepsis.
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METHODS

It was a cross sectional study conducted
at Department of Chemical Pathology and
Endocrinology AFIP, Rawalpindji, in collaboration
with Medical ICU of CMH Rawalpindi from
January 2019 to December 2019. Sample size
calculated was 122 by WHO sample size calculator
with 95% confidence interval, prevalence 28.3%?
and precision 8%, 126 patients were included in
the study. Study was approved by Institutional
Review Board of AFIP (IRB no. FC-CHP 14-1/
READ-IRB/18/1058).

All patients fulfilling criteria for SIRS" i.e,;
temperature >100.4F or <96.8F, heart rate > 90
beats/min, respiratory rate > 20 breaths/min or
PaCO, < 32mmHg and WBC count >12000 cells/
mm? or <4000 cells/mm? were included in study,
while patients with chronic diseases comprising
organ failure, all pregnant ladies and patients
on prior antibiotic therapy were excluded from
study. At time of admission to intensive care unit,
signs and symptoms, clinical and laboratory data
were collected. Samples were taken in plain gel
tube for serum procalcitonin and CRP, potassium
ethylenediamine tetraacetic acid (EDTA) tube
for blood complete picture (TLC) and lactate
and culture bottle for blood culture before
administration of antibiotic therapy. Serum
procalcitonin was analyzed on Abbott Architect
i1000SR, serum CRP and lactate were analyzed
on Siemens Advia 1800 and TLC on Sysmex
haematology analyzer. Samples for blood culture
were analyzed in suitable culture media on Bactec.
Final confirmation of bacterial growth was made
after incubation for seven days.

Table-I: Baseline Characteristics of Study
Population (Total Number, N = 126).

Characteristics Median (IQR)
Age (years) 42 (33)
Temperature (F) 101( 5)
Heart Rate (beats/minute) 92 (15)
Respiratory Rate (breaths/min) 35(25)
Serum Pro calcitonin (ng/ml) 3.1 (12.5)
Serum C-Reactive Protein (mg/L) 56 (41.8)
Total Leukocyte Count 13,500 (3000)
Plasma Lactate (mmol/L) 1.5(1.1)
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Table-II: Comparison of medians of study parameters in blood culture positive and negative group.

Culture Positive

Culture Negative

Reference Values

Biomarker Group (n=82) Groyp (n=44) of tests p-Value
Median (IQR) Median (IQR)

PCT 5.6 (23.8) 0.35 (3.18) <0.5ng/ml <0.001

CRP 56 (38.5) 54 (39.7) <10mg/1 0.21

TLC 14,000 (2500) 13,000 (3500) 4-10x10° , 0.57

Lactate 1.6 (1.1) 1.4 (0.9) 0.5-2.2mmol/1 0.402

Data was analyzed by SPSS version 24.
Qualitative  variables were expressed in
percentages and quantitative variables were
expressed as median and interquartile range
(IQR) as the data was non-parametric. Receiver
operating characteristic (ROC) curve was applied
for diagnostic accuracy.

RESULTS

A total of 126 patients of both genders with
age above 18 years fulfilling inclusion criteria
were inducted in study. Out of 126 patients
92 (73%) were male and 34 (27%) were female.
Shapirowilk test for normality showed non
parametric distribution for all continuous
variables (p<0.05). PCT value of >0.5ng/ml
was taken positive for infection. Out of 126
patients 90(71%) patients have procalcitonin
levels >0.5ng/ml and 82 (65%) patients have
positive blood culture results. Sixty (73%)
patients with positive blood culture were males.
Out of 82 patients with positive blood culture
results 69(84%) patients have positive PCT
results whereas 13(15%) patients with positive
blood culture results have negative PCT values.

Fig.1: Procalcitinin values in blood culture
positive and blood culture negative cases.
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Fifty-seven (69%) patients had gram negative
bacteremia and 25(30%) patients had gram
positive bacteremia.

Medians of PCT, CRP, TLC and lactate were
compared using Mann-Whitney U test, significant
difference was noted between medians of PCT in
culture positive and negative group. Majority of
patients with negative blood culture had PCT
levels below 0.15 ng/ml (Fig.1).

Medians of PCT in patients with gram positive
and gram-negative bacterial infection were
compared, but no significant difference was found
(p-value = 0.274). Staphylococcus haemolyticus
was the most common organism found on blood
culture.

ROC curve analysis of PCT, CRP and TLC
were done, keeping blood culture as reference
standard, PCT showed largest AUC and clearly
outperformed TLC and CRP. PCT showed AUC
of 0.781 as compared to CRP, TLC and lactate
which was 0.568, 0.617 and 0.545 respectively.

Fig.2: ROC Curve analysis, PCT, CRP, TLC and lactate.
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PCT cutoff of 0.14-0.18ng/ml showed better
diagnostic  sensitivity, but with decreased
specificity (48%). On other hand, a cutoff of 0.5 or
1.5ng/ml revealed better specificity (64%) at cost of
sensitivity.

Further cross tabulation of blood culture and PCT
results revealed sensitivity of 93.9%, specificity of
47.7%, PPV of 77% and NPV of 80.8%. Higher NPV
makes it a reliable marker for screening out sepsis
and avoiding unnecessary use of antibiotics.

DISCUSSION

Early diagnosis and prompt antibiotic treatment
are life savers in management of sepsis and
results in reduced morbidity and mortality. PCT
has become the most upcoming biomarker for
the diagnosis of bacterial infection in last decade.
PCT levels increase in bacterial infections from
an extrathyroidal origin and rise early in course
of infection, therefore making it useful biomarker
for decision making regarding initiation of
antibiotic therapy as results of blood culture are
not available immediately.” One hundred and
twenty six blood specimens of critically ill patients
admitted with suspicion of sepsis in intensive
care unit were analyzed for PCT, CRP, TLC and
lactate and compared with blood culture results
as gold standard for bacterial infection. Majority
of patients with positive blood culture were male
(73%). Predominance of male gender in sepsis
patients was in agreement with previous local
and worldwide studies. Findings of current
study revealed significantly higher PCT levels in
patients with positive blood culture as compared
to patients with negative blood culture (p<0.05).
TLC, CRP and lactate levels were higher in blood
culture positive patients but difference was not
significant. CRP has been previously reported
as nonspecific marker of infection in multiple
studies.!” Lactate is widely used for early detection
of sepsis, but it has proven more valuable in
depicting prognosis of sepsis patients as raised
lactate levels are more frequently associated with
high mortality and organ dysfunction.’

In our study pro-calcitonin levels in patients
with gram positive and gram-negative bacteremia
were not significantly different. However higher
PCT levels have been reported in patients with
gram-negative infection than those with gram
positive and fungal infection.’? We did not find
significant difference in PCT levels in gram
positive and gram-negative bacteremia probably
because of small number of patients with positive
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blood culture results, secondly in Japan study
PCT concentrations were significantly higher in
patients who were infected with E.coli,"® whereas
in our study population no patient was infected
with E. Coli, thirdly we did not perform fungal
culture.

On ROC curve analysis PCT clearly outperformed
TLC and CRP for diagnosis of sepsis with AUC 0.78
(95%CI, 0.697- 0.865). In our study PCT has 93.9%
sensitivity and 47.7% specificity in patients with
suspected sepsis at cut off of 0.15ng/ml. Tan M et
al reported in their meta analysis that PCT in terms
of diagnostic accuracy has AUC of 0.85 (95% CI,
0.82-0.88), with a sensitivity and specificity of 0.80
(95% ClI, 0.69-0.87) and 0.77 (95% CI, 0.60-0.88)
respectively for diagnosis of sepsis.”” Ahmed S et
al reported 93.8% sensitivity and 43.5% specificity
at cut off of 0.5ng/ml. PCT had higher negative
predictive value (81%) making it surrogate marker
to rule out bacterial infection.?

PCT test also has its limitations, it is expensive
compared to CRP and TLC. Although it is more
specific for bacterial infections, it may falsely rise
in cases of acute respiratory distress syndrome,
chemical pneumonitis and severe falciparum
malaria® as we also observed in our study some of
cases with positive PCT results did not show any
growth on blood culture.

CONCLUSION

Higher NPV makes serum procalcitonin levels
a reliable marker for screening out sepsis in
suspected cases.

RECOMMENDATIONS

Serum PCT levels can be used as surrogate marker
for excluding bacterial infection in suspected
cases of septicemia. Implementing procalcitonin
measurement in suspected patients can guide
clinical decisions to diagnose bacterial infections
earlier to reduce unnecessary tests, procedures,
and length of hospital stay. This would result in
reduction of mortality and total medical costs. We
recommend further studies with larger sample size
and serial measurement of PCT to better understand
role and release kinetics of PCT in sepsis.
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Vol. 37 No.7  www.pjms.org.pk 2002



10.

11.

Bacterial infection in critically ill patients with suspected Sepsis

REFERENCES

Rudd KE, Johnson SC, Agesa KM, Shackelford KA, Tsoi
D, Kievlan DR, et al. Global, regional, and national sepsis
incidence and mortality, 1990-2017: Analysis for the Global
Burden of disease study. Lancet. 2020;395(10219):200-211.
doi: 10.1016/50140-6736(19)32989-7

Ahmed S, Siddiqui I, Jafri L, Hashmi M, Khan AH, Ghani
F, et al. Prospective evaluation of serum procalcitonin in
critically ill patients with suspected sepsis-experience from
a tertiary care hospital in Pakistan. Ann Med Surgery.
2018;35:180-184. doi: 10.1016/j.amsu.2018.10.004

Singer M, Deutschman CS, Seymour CW, Hari MS, Annane
D, Bauer M, et al. The third international consensus
definitions for sepsis and septic shock (Sepsis-3). JAMA.
2016;315(8):801-810.

LiS, Rong H, Guo Q, Chen Y, Zhang G, Yang ], et al. Serum
procalcitonin levels distinguish Gram-negative bacterial
sepsis from Gram-positive bacterial and fungal sepsis. ]
Res Med Sci. 2016;21:39. doi: 10.4103/1735-1995.183996
Yang Y, Xie ], Guo F, Longhini F, Gao Z, Huang Y, et
al. Combination of C-reactive protein, procalcitonin and
sepsis-related organ failure score for the diagnosis of
sepsis in critical patients. Ann Intensive Care. 2016;6(1):1-
9. doi: 10.1186/s13613-016-0153-5

Gregoriano C, Heilmann E, Molitor A, Schuetz P. Role of
procalcitonin use in the management of sepsis. ] Thorac
Dis. 2020;12(Suppl 1):S5-515. doi: 10.21037/jtd.2019.11.63
Gediga LM, Pasierb M, Durek G. Procalcitonin
kinetics - prognostic and diagnostic significance in
septic patients. Arch Med Sci. 2016;12(1):112-119.
doi: 10.5114/aoms.2016.57587

Schuetz P, Bolliger R, Merker M, Christ-Crain M, Stolz D,
Tamm M, et al. Procalcitonin-guided antibiotic therapy
algorithms for different types of acute respiratory infections
based on previous trials. ] Exp Rev Anti-Infec Therapy.
2018;16(7):555-564. doi: 10.1080/14787210.2018.1496331
Shen W, Lai S. Diagnostic Value of sCD163 Combined
with PCT and HS-CRP in Patients with Gynecological
Malignant Tumors and Fever. ] Coll Physicians Surg Pak.
2020;30(10):1053-1057.

Schuetz P, Birkhahn R, Sherwin R, Jones AE, Singer A, Kline
JA, et al. Serial Procalcitonin Predicts Mortality in Severe
Sepsis Patients: Results from the Multicenter Procalcitonin
MOnitoring SEpsis (MOSES) Study. Crit Care Med.
2017;45(5):781-789. doi: 10.1097/CCM.0000000000002321
Liu S, Hou Y, Cui H. Clinical values of the early detection
of serum procalcitonin, C-reactive protein and white blood
cells for neonates with infectious diseases. Pak ] Med Sci.
2016;32(6):1326-1329. doi: 10.12669/ pjms.326.11395

Pak J Med Sci

November - December 2021

12.

13.

14.

15.

16.

17.

18.

19.

20.

Vijayan AL, Vanimaya, Ravindran S, Saikant R, Lakshmi
S, Kartik R, et al. Procalcitonin: a promising diagnostic
marker for sepsis and antibiotic therapy. ] Intensive Care.
2017;5(1):1-7. doi: 10.1186/s40560-017-0246-8

Watanabe Y, Oikawa N, Hariu M, Fuke R, Seki M. Ability
of procalcitonin to diagnose bacterial infection and
bacteria types compared with blood culture findings. Int J
Gen Med. 2016;9:325-331. doi: 10.2147/1JGM.S115277
Jiang ], Yang ], Mel ], Jin Y, Lu Y. Head-to-head comparison
of gSOFA and SIRS criteria in predicting the mortality of
infected patients in the emergency department: a meta-
analysis. Scand ] Trauma Resusc Emerg Med. 2018;26(1):56.
doi: 10.1186/5s13049-018-0527-9

Paudel R, Dogra P, Montgomery-Yates AA, Coz Yataco A.
Procalcitonin: A promising tool or just another overhyped
test? Int ] Med Sci. 2020;17(3):332-337. doi: 10.7150/
ijms.39367.

Schmidt de Oliveira-Netto AC, Morello LG, Dalla-Costa
LM, Petterle RR, Fontana RM, Conte D, et al. C-Reactive
Protein, Albumin, and Blood Cultures as Early Markers of
Sepsis Diagnosis or Predictors of Outcome: A Prospective
Analysis. Clin Pathol. 2019;12:2632010X19847673. doi:
10.1177/2632010X19847673

Sharma D, Farahbakhsh N, Shastri S, Sharma P.
Biomarkers for diagnosis of neonatal sepsis: A literature
review. ] Matern Fetal Neonatal Med. 2017:1-14.
doi: 10.1080/14767058.2017.1322060

Yan HP, Lu XL, Qiu J, Liu PP, Zuo C, Zhu YM, et al. Value
of blood lactic acid in evaluating disease severity and
prognosis in children with sepsis. Zhongguo Dang Dai
Er Ke Za Zhi. 2016;18:506-510. doi: 10.7499/j.issn.1008-
8830.2016.06.008

Tan M, Lu Y, Jiang H, Zhang L. The diagnostic accuracy
of procalcitonin and C-reactive protein for sepsis: A
systematic review and meta-analysis. ] Cell Biochem.
2019;120(4):5852-5859. doi: 10.1002/jcb.27870

Samsudin], VasikaranSD. Clinical Utility and Measurement
of Procalcitonin. Clin Biochem Rev. 2017;38(2):59-68.

Authors’ Contributions:

AB did manuscript writing, statistical analysis of
data, takes the responsibility and is accountable for
integrity and accuracy of all the aspects of work
NB did data collection.

MA did manuscript editing.

ZH conceived and designed the work.

THhwNS

Vol. 37 No.7

Authors:

Afshan Bibi (FCPS Chemical Pathology),

Nida Basharat (FCPS Chemical Pathology),
Muhammad Aamir (FCPS Chemical Pathology),
Zujaja Hina Haroon (FCPS Chemical Pathology)

: Armed Forces Institute of Pathology (AFIP),

Rawalpindi, Pakistan.

www.pjms.org.pk 2003



	_Hlk40270043
	_Hlk56436217
	_Hlk40269359
	ID0EKF
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_ENREF_8
	_ENREF_9
	_ENREF_10
	_ENREF_11
	_ENREF_12
	_ENREF_13
	_ENREF_14
	_ENREF_15
	_ENREF_16
	_ENREF_17
	_ENREF_18
	_ENREF_19
	_ENREF_20
	_ENREF_21
	_ENREF_22
	_GoBack
	_Hlk75939295
	_GoBack
	_Hlk68028923
	_Hlk67910162
	_Hlk67910196
	_Hlk68029156
	_Hlk68029250
	_GoBack
	_Hlk67924047
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_ENREF_8
	_ENREF_9
	_ENREF_10
	_ENREF_11
	_ENREF_12
	_ENREF_13
	_ENREF_14
	_ENREF_15
	_ENREF_16
	_ENREF_17
	_ENREF_18
	_ENREF_19
	_ENREF_20
	_ENREF_21
	_GoBack
	_GoBack
	_30j0zll
	_Ref18614191
	_Hlk43203309
	OLE_LINK3
	OLE_LINK1
	OLE_LINK4
	OLE_LINK2
	OLE_LINK1
	_Hlk74808735
	OLE_LINK4
	OLE_LINK5
	OLE_LINK9
	OLE_LINK33
	_GoBack
	n1
	_Hlk37670211
	_Hlk54004639
	_Hlk54005185
	_Hlk54005392
	_Hlk42762318
	_Hlk61820786
	_Hlk50022454
	_Hlk54115460
	_Hlk39923377
	_Hlk49971045
	_Hlk50112520
	_Hlk50029562
	_Hlk39966851
	_Hlk39924134
	_Hlk41892746
	_Hlk53869492
	_GoBack
	_GoBack
	_Hlk45303507
	_Hlk45303331
	_Hlk76059273
	_Hlk60587966
	_Hlk60588177
	_Hlk76060285
	_GoBack
	_Hlk65421931
	_Hlk66050725
	_Hlk64459564
	_Hlk73615342
	_GoBack
	_Hlk51092765
	_Hlk36737057
	OLE_LINK7
	_Hlk80699441
	_GoBack
	OLE_LINK23
	OLE_LINK12
	OLE_LINK3
	OLE_LINK28
	OLE_LINK29
	OLE_LINK14
	OLE_LINK15
	OLE_LINK30
	OLE_LINK31
	OLE_LINK32
	OLE_LINK16
	OLE_LINK5
	OLE_LINK17
	OLE_LINK33
	OLE_LINK18
	OLE_LINK34
	OLE_LINK6
	OLE_LINK35
	OLE_LINK36
	OLE_LINK37
	OLE_LINK19
	OLE_LINK38
	OLE_LINK20
	OLE_LINK7
	OLE_LINK39
	OLE_LINK22
	OLE_LINK40
	OLE_LINK9
	OLE_LINK42
	OLE_LINK43
	OLE_LINK44
	_Hlk64837536
	_Hlk68950531
	_Hlk64387863
	_Hlk35608631
	_Hlk35609812
	_Hlk29904920
	_Hlk34741822
	_Hlk34741882
	_Hlk64259012
	_Hlk64258045
	_Hlk34741511
	_Hlk64258073
	_Hlk34741544

