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Abstract

BACKGROUND: Clinically confirmed incidents of acute pyelonephritis (APN) following recurrent infections of urinary tract 
(UTI) form basic risk factors for renal scarring in children. Vesico-uretheral reflux (VUR) of higher grade is additional risk factor 
for this scarring. Opinions on diagnostic value of summed sequential images of renal uptake phase (SUM) of dynamic renal 
scintigraphy in detection of renal scars are diverse. However, several publications point to higher diagnostic efficacy of clear-
ance parametric images (PAR) generated from this study.
The aim of the study. To establish a clinical value of parametric renal clearance images in detection of renal scarring. 
MATERIAL AND METHODS: A prospective study was performed in a group of 91 children at the age of 4 to 18 years with 
recurrent UTI. Clinically documented incidents of APN were noted in 32 children: in 8 cases — one and in the remaining 24 —  
2 to 5 (mean 3) incidents. In the remaining 59 patients only infections of the lower part of urinary tract were diagnosed.
Static renal 99mTc-DMSA SPECT study and after 2-4 days dynamic renal studies (99mTc-EC) were performed in every patient 
not earlier than 6 months after the last documented incident of UTI. PAR images generated from a dynamic study by in-house 
developed software and SUM images were compared with a gold standard SPECT study. 
RESULTS: Percentages of children with detected renal scar(s) with SPECT and PAR methods amounted to 55% and 54%, 
respectively and were statistically significantly higher (p < 0.0001) than with SUM method — 31%. Scars in children with his-
tory of APN detected with SPECT and PAR methods were significantly more frequent than with infections of only lower part of 
urinary tract (72% vs. 46%; p = 0.017 and 69% vs. 46%; p = 0.036, respectively). A SUM method did not reveal statistically 
significant differences between frequencies of detection of scars in groups specified above — 38% vs. 27% (p = 0.31). Both 
SPECT and PAR methods showed also that frequencies of occurrence of renal scars in children with higher grades of VUR 
were higher than without or with lower grades of VUR: 79% vs. 50% (p = 0.048) and 79% vs. 49% (p = 0.04). A SUM method 
did not reveal higher frequency of renal scars in children with high VUR grades: 36% vs. 30% (p = 0.44).
CONCLUSION: Results obtained with PAR and SPECT methods were similar. An advantage of PAR over SUM images obtained 
from a dynamic renal scintigraphy in detection of renal scars in children with UTI was confirmed. 
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Background

Recurrent urinary tract infections (UTI) are relatively frequent 
health problems in children. Clinically confirmed incidents of 
acute pyelonephritis (APN) in the course of these infections form 
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basic risk factors for renal scarring, a condition that may lead 
to impairment of a physiological growth of a kidney and cause 
such long-term complications as arterial hypertension or chronic 
disease of kidneys leading to their failure [1–3]. Higher tendency 
to renal parenchyma infections and formation of renal scarring 
is also correlated with urine outflow disturbances. Vesico-uretheral 
reflux (VUR) of higher grade forms a documented risk factor for 
this scarring [4, 5].

One of fundamental diagnostic aims in children with UTI is to 
detect renal scarring early. Children with such abnormalities should 
be diagnosed and treated particularly thoroughly to prevent deve- 
lopment of further scarring and avoid long-term serious complica-
tions [2, 6, 7].

Static renal scintigraphy (planar or SPECT) using 99mTc-DMSA 
is considered a gold standard in detection of renal scars. Animal 
model studies (on white piglets) revealed its higher diagnostic ef-
ficacy, especially sensitivity, in comparison with ultrasonography 
and urography [8–10]. A static study presents a renal uptake func-
tion of this radiopharmaceutical and does not provide information 
on a transport function through kidneys and urinary tract. Both 
specified above functions can be obtained from a dynamic renal 
scintigraphy. However, results of studies on diagnostic efficacy 
of conventional dynamic images in detection of renal scars are 
diverse. Some authors, applying a static scintigraphy as a referential 
method, appreciate a high diagnostic value of summed sequential 
images of renal uptake phase of a radiopharmaceutical (SUM) in 
dynamic scintigraphy and assess its sensitivity to be even above 
90% [11–13]. Other authors consider sensitivity of this method too 
low — 49–60% [14]. However, communications on high diagnostic 
efficacy of parametric clearance images (including our own) can 
be found, showing that those images improve sensitivity of the 
method to nearly 90% and their interpretations are highly repro-
ducible [11, 14, 15].

The aim of the work was to establish a clinical value of para-
metric renal clearance images (PAR) in detection of renal scarring. 
This objective was achieved by comparative analysis of relation-
ships, revealed by parametric dynamic renal scintigraphy and 
static (SPECT with 99mTc-DMSA ) study, between frequencies of 
occurrence of renal scars and basic risk factors for renal scarring 
in children with UTI — APN and high VUR.

Material and methods

A prospective study was performed in a group of 91 children 
(63 girls and 28 boys) at the age of 4 to 18 years (mean value 
11.5) remaining under a specialist care during 2 to 16 years (mean 
6.2) because of recurrent UTI. Criteria of the episode of UTI were: 
clinical symptoms of lower and/or upper UTI with pure growth 
of > 105 cells/mL on clean catch or catheter specimen of urine. 
APN was defined as febrile UTI (fever of 38.5° or higher) with 
concomitant abnormal laboratory test results: white blood count 
(WBC) above 10.000/mm3 and elevated C-reactive protein (CRP) 
concentration [16, 17].

In 59 children recurrent (at least 3) incidents of infection of the 
lower part of urinary tract were diagnosed. In 32 children also clini-
cally documented incidents of APN were noted: in 8 cases — one 
and in the remaining 24 — 2 to 5 (mean 3) incidents.

In 44 out of 91 children VUR was diagnosed with a X-ray 
cystourethrography during a clinical observation — in 30 children 
of low grade (I–II°) and in 14 — of higher grade (III–V°). In some 
patients VUR was reduced or absolved during observation period. 
Children were referred for scintigraphic studies (static renal SPECT 
study and after 2–4 days a dynamic renal scintigraphy) not earlier 
than 6 months after a last incident of UTI [18, 19].

A static SPECT scintigraphy was acquired 4 hours after 
intravenous injection of 56–185 MBq (depending on patient 
age) of Tc-99m-dimercaptosuccinic acid (DMSA) on an Infinia 
Hawkeye 4 (GE Medical System) with low-energy high resolu-
tion collimator. One hundred and twenty projections (each last-
ing 30 seconds) in the 360° angle of rotation were acquired in 
a matrix 128 x 128 pixels with a zoom factor at least 2, adjusted 
to patient age. After reconstruction of SPECT images (with 
FBP, Metz filter 3;3.8), slices were presented along axes of 
every kidney. 

A dynamic renal scintigraphy was performed after intrave-
nous injection of 37–111 MBq of Tc-99m ethylenedicysteine (EC). 
For sufficient hydration all patients drank 10 mL of water per 
kilogram of body weight before radiopharmaceutical injection. 
Posterior views of patients in a supine position were acquired 
with a Nucline AP (Mediso Medical Imaging System) using a low 
energy high resolution collimator. A sequence of sixty 20 sec. ima- 
ges was acquired in every patient, with zoom factor depending on 
a patient age (at least 1.5). There was no need to apply a motion 
correction software. Time-activity curves were generated from re-
gions of interest of both kidneys, heart and extra-renal background 
(a region located between kidneys). A summation of images (SUM) 
acquired between 40 and 140 seconds of study was accepted 
as a conventional method for detection of renal scars in kidneys. 
Additionally, parametric images (PAR) were generated, presenting 
regional values of a clearance function, on a pixel by pixel basis, 
using an in-house developed software applying a Rutland-Patlak 
analysis method [14].

A renal scar was defined as a cortical defect of 99mTc-DMSA 
uptake visible in at least two planes in SPECT study, also a defect 
in a summed 99mTc-EC image as well as a regional defect of func-
tion in a clearance image. 

Images were evaluated in 3 segments of each kidney: upper, 
middle and lower, by a consensus of 2 experienced nuclear medicine 
specialists. Dependences between incidences of detected scars and 
APN or high VUR were assessed after a binary division of studied 
group into patients without scars and with at least one renal scar.

The study was approved by a Medical University Bio- 
ethics Committee and all subjects (or their parents) signed a written 
informed consent.

Statistical analysis
Data were described and analyzed with methods appropri-

ate for qualitative variables. Statistical significance of differenc-
es between frequencies of scar detection with different diagnostic 
methods was evaluated with McNemar’s test. Sample fractions of 
characteristics of interest were compared with use of Pearson’s c2 
test (for small size Fisher exact test was applied). Statistical signifi-
cance was achieved when p ≤ 0.05. Calculations were performed 
with Statistica 12.0 software.
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Results

Percentages of children with detected renal scar(s) with SPECT 
and PAR methods were similar and amounted to 55% (50/91) and 
54% (49/91), respectively. They were statistically significantly higher 
(p < 0.0001) than percentage of children with detected scar(s) with 
SUM method — 31% (28/91 children). In a reference SPECT method 
scars were detected in 106 renal segments (in a PAR method — in 111 
and in SUM — in 59 segments). Scars were detected most often (in 87%) 
in renal poles (upper and lower segments) and only in 13% in middle seg-
ments. Eighty four per cent (89/106) of scars were located in the same 
segments in PAR and SPECT methods. However, agreement between 

locations of scars detected with SUM and SPECT methods was statisti-
cally significantly lower — 48% (50/106 segments, p < 0.0001) 

Both SPECT as well as PAR methods revealed similar and 
significantly higher incidence of scars in children with history of 
APN incident(s) as compared with patients with infections of only 
lower parts of urinary tract — 72% vs. 46% (p = 0.017) and 69% 
vs. 46% (p = 0.036). A SUM method did not reveal statistically 
significant differences between incidences of scars in specified 
above groups of patients — 38% vs. 27% (p = 0.31) (Table 1).

Both SPECT and PAR methods showed also that frequencies of 
occurrence of renal scars in children with higher grades of VUR 
were higher than without or with lower grades of VUR: 79% vs. 50% 
(p = 0.048) and 79% vs. 49% (p = 0.04). A SUM method did not 
reveal higher frequency of renal scars in children with high VUR 
grades: 36% vs. 30% (p = 0.44) (Table 2).

Figure 1 presents examples of SPECT, PAR and SUM images of 
a patient without scars and a patient with a scar in one kidney.

Discussion

A static study of kidneys using 99mTc-DMSA, considered a gold 
standard in detection of renal scars, can be performed using planar 
or SPECT methods. No unequivocal guidelines pointing to higher 
usefulness of one of these methods for this purpose are available 
at present. In this work a 99mTc-DMSA SPECT imaging was used 
because this imaging has advantage over the planar method in 
presenting the whole kidney parenchyma. Planar studies acquired 
in three typical projections, visualize only 2/3 to 3/4 of kidney paren-
chyma in a satisfying way [20]. SPECT imaging also provides better 
image contrast than a planar method. 

Dynamic renal scintigraphy enables not only assessment of 
uptake of a radiopharmaceutical in renal cortex, but also pro-
vides information, like a static renal study, on split function of both 

Figure 1. Examples of SPECT coronal slices, PAR and SUM images in children: A. without renal scars; B. with a scar in the upper pole of a left 
kidney visible only in SPECT and PAR images (arrows). L — left kidney, R — right kidney

Table 2. Frequencies of detection of renal scarring in children with UTI 
and high grade VUR (III°–V°) vs. low grade (I°–II°) or absence (“–“) of 
VUR (n = 91 children)

SPECT PAR SUM

VUR III°–V° 11/14 (79%) 11/14 (79%) 5/14 (36%)

VUR I°–II° or „–„ 39/77 (50%) 38/77 (49%) 23/77 (30%)

p 0.048 0.04 0.44

Table 1. Frequencies of detection of renal scarring in children with UTI 
and APN incidents in comparison with children without APN (n = 91 
children)

SPECT PAR SUM

With APN 23/32 (72%) 22/32 (69%) 12/32 (38%)

Without APN 27/59 (46%) 27/59 (46%) 16/59 (27%)

p 0.017 0.036 0.31
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kidneys. It also enables assessment of excretory function of a kidney 
together with detection of urine outflow disturbances. This study 
also allows, in an indirect way, to detect vesicoureteral reflux, espe-
cially of higher grades [18]. The following features of this method 
are considered drawbacks: planar study is routinely acquired in 
only one (posterior) projection, sequential images consist of low 
counts as a result of acquisition in short time intervals (10 to 20 se- 
conds), a summed image of initial study phase presenting uptake of  
a radiopharmaceutical by a renal parenchyma is disrupted not only 
by extra-renal background, but is also blurred by the movement of 
radiopharmaceutical through a renal cortex. 

However, parametric clearance images generated by a software 
created in our department present, on a pixel by pixel basis, relative 
distribution of a quantitative parameter characterizing clearance 
of blood from a nephrotropic radiopharmaceutical (in the present 
work it was 99mTc-EC) by small parts of renal cortex. Definition of 
this quantity accounts for a decrease of a radiopharmaceutical 
content in blood (in every pixel of a kidney image), so those ima- 
ges are free of extra-renal background. Neither are they blurred  
by radiopharmaceutical flow through a renal cortex. 

In our previous publications we proved that diagnostic accuracy 
of PAR images (close to SPECT study) is higher than accuracy of 
SUM images in detection of renal scars (88% vs. 73%, p = 0.002). 
SUM images provided lower (unacceptable) sensitivity than PAR 
images (49% vs. 89%, p = 0.0001), while specificities of both 
methods were comparable [14, 15].

Those results are confirmed in the present work by higher 
percentages of scars detected with SPECT and PAR studies that 
with SUM method — 55% and 54% vs. 31% (p < 0.0001) and 
higher agreement between localization of renal scars in segments, 
detected with SPECT and PAR methods than with SPECT and SUM 
methods — 84% vs. 48%, p < 0.0001).

Incidence of renal scars in children with UTI, according to the 
literature, varies between about 20% and 80% [2, 4, 21, 22]. This fact 
should be probably attributed to various methodological assumptions, 
different structures of studied material of patients in relation to race, 
age, sex, duration time of UTI, and above all incidence and number 
of clinically documented APNs — a basic etiological factor of cortical 
scars. A relatively high (about 70%) incidence of renal scars detected 
with parametric and SPECT methods in the group of children with a his-
tory of APN should be probably attributed to the fact that as many as  
24 out of 32 patients (75%) have had more than one fully symptomatic 
incident of APN (on average 3) during a long-standing observation (on 
average 6.2 years). It can be expected that numbers of renal paren-
chyma infections were in fact higher but consecutive recurrences of 
APN may have been mildly symptomatic.

Oligosymptomatic nature of renal infections may explain a rela-
tively high (46%) frequency of renal scars detected with SPECT and 
PAR methods in groups of patients with diagnosed infections of only 
lower part of urinary system. It should be noted that as many as 60% 
of UTI taking place with raised body temperature, changes in urine 
and symptoms specific for infection of a lower part of urinary tract 
affect also renal parenchyma [1, 23].

It has been shown in numerous publications that a high degree 
VUR stimulates infections of renal parenchyma in children, followed 
by scars. It is believed, however, that low degree VUR does not 
provide a significant risk factor for renal scarring [4, 24–26].

In our study a significantly higher frequency of renal scarring 
in children with high degree VUR in comparison with low degree 
or absence of VUR was confirmed with SPECT and PAR me- 
thods — 79% vs. 50% (p = 0.048) and 79% vs. 49% (p = 0.04), 
respectively. A SUM method did not show such a difference (39% 
vs. 30%, p = 0,44). The fact that study material did not include 
infants and 2–3 year old children forms a limitation of the study. 
This was due to logistic problems (i.a. necessary sedation of such 
patients because of a long SPECT study acquisition).

Conclusion

Frequencies of detection of renal scars in children with UTI us-
ing SPECT and PAR methods did not differ significantly and were 
higher than with SUM method. A PAR method, similarly to a SPECT 
study, confirmed a higher incidence of renal scarring in children with 
UTI and a history of APN incident(s), also in children with higher 
VUR grades (III°–V°). This dependence could not be revealed with 
a SUM method. An advantage of PAR over SUM images obtained 
from a dynamic renal scintigraphy in detection of renal scars in 
children with UTI was confirmed.

References

1.	 Faust WC, Diaz M, Pohl HG. Incidence of post-pyelonephritic renal scarring: 

a meta-analysis of the dimercapto-succinic acid literature. J Urol. 2009; 

181(1): 290–7; discussion 297, doi: 10.1016/j.juro.2008.09.039, indexed 

in Pubmed: 19013606.

2.	 Smith EA. Pyelonephritis, renal scarring, and reflux nephropathy: a pediatric 

urologist’s perspective. Pediatr Radiol. 2008; 38 Suppl 1: S76–S82, doi: 

10.1007/s00247-007-0587-x, indexed in Pubmed: 18071695.

3.	 Jacobson SH, Eklöf O, Eriksson CG, et al. Development of hypertension 

and uraemia after pyelonephritis in childhood: 27 year follow up. BMJ. 1989; 

299(6701): 703–706, indexed in Pubmed: 2508881.

4.	 Blumenthal I. Vesicoureteric reflux and urinary tract infection in children. 

Postgrad Med J. 2006; 82(963): 31–35, doi: 10.1136/pgmj.2005.036327, 

indexed in Pubmed: 16397077.

5.	 Boubnova J, Sergent-Alaoui A, Deschênes G, et al. Evolution and prognosis 

value of intrarenal reflux. J Pediatr Urol. 2011; 7(6): 638–643, doi: 10.1016/j.

jpurol.2010.09.015, indexed in Pubmed: 20951095.

6.	 Mathews R, Mattoo TK. The role of antimicrobial prophylaxis in the manage-

ment of children with vesicoureteral reflux--the RIVUR study outcomes. Adv 

Chronic Kidney Dis. 2015; 22(4): 325–330, doi: 10.1053/j.ackd.2015.04.002, 

indexed in Pubmed: 26088078.

7.	 Dillon MJ, Goonasekera CD. Reflux nephropathy. J Am Soc Nephrol. 1998; 

9(12): 2377–2383, indexed in Pubmed: 9848795.

8.	 Rossleight MA. Scintigraphic imaging in renal infections. Q J Nucl Med Mol 

Imaging. 2009; 53(1): 72–77, indexed in Pubmed: 19182730.

9.	 Sinha MD, Gibson P, Kane T, et al. Accuracy of ultrasonic detection of renal 

scarring in different centres using DMSA as the gold standard. Nephrol Dial 

Transplant. 2007; 22(8): 2213–2216, doi: 10.1093/ndt/gfm155, indexed in 

Pubmed: 17442740.

10.	 Yen TC, Chen WP, Chang SL, et al. A comparative study of evaluating renal 

scars by 99mTc-DMSA planar and SPECT renal scans, intravenous urog-

raphy, and ultrasonography. Ann Nucl Med. 1994; 8(2): 147–152, indexed 

in Pubmed: 8074959.

11.	 Gordon I, Anderson PJ, Lythgoe MF, et al. Can technetium-99m-mercap-

toacetyltriglycine replace technetium-99m-dimercaptosuccinic acid in the 

exclusion of a focal renal defect? J Nucl Med. 1992; 33(12): 2090–2093, 

indexed in Pubmed: 1334134.

http://dx.doi.org/10.1016/j.juro.2008.09.039
https://www.ncbi.nlm.nih.gov/pubmed/19013606
http://dx.doi.org/10.1007/s00247-007-0587-x
https://www.ncbi.nlm.nih.gov/pubmed/18071695
https://www.ncbi.nlm.nih.gov/pubmed/2508881
http://dx.doi.org/10.1136/pgmj.2005.036327
https://www.ncbi.nlm.nih.gov/pubmed/16397077
http://dx.doi.org/10.1016/j.jpurol.2010.09.015
http://dx.doi.org/10.1016/j.jpurol.2010.09.015
https://www.ncbi.nlm.nih.gov/pubmed/20951095
http://dx.doi.org/10.1053/j.ackd.2015.04.002
https://www.ncbi.nlm.nih.gov/pubmed/26088078
https://www.ncbi.nlm.nih.gov/pubmed/9848795
https://www.ncbi.nlm.nih.gov/pubmed/19182730
http://dx.doi.org/10.1093/ndt/gfm155
https://www.ncbi.nlm.nih.gov/pubmed/17442740
https://www.ncbi.nlm.nih.gov/pubmed/8074959
https://www.ncbi.nlm.nih.gov/pubmed/1334134


Nuclear Medicine Review 2017, Vol. 20, No. 2

www.nmr.viamedica.pl80

Original

12.	 Kibar M, Yapar Z, Noyan A, et al. Technetium-99m-N,N-ethylenedicysteine 

and Tc-99m DMSA scintigraphy in the evaluation of renal parenchymal 

abnormalities in children. Ann Nucl Med. 2003; 17(3): 219–225, indexed 

in Pubmed: 12846544.

13.	 Narayana C, Tripathi M, Kumar A, et al. Technetium-99m-L,L-ethylenedicysteine 

renal scan as a single-modality investigation for the evaluation of renal morphol-

ogy and function: a comparative study with technetium-99m-dimercaptosuccinic 

acid. Nucl Med Commun. 2004; 25(7): 743–747, indexed in Pubmed: 15208504.

14.	 Pietrzak-Stelmasiak E, Frieske I, Bieńkiewicz M, et al. Assessment of clinical 

usefulness of parametric clearance images in diagnosis of kidney cicatrisa-

tion in children with chronic infections of the urinary tract. Nucl Med Rev Cent 

East Eur. 2010; 13(1): 8–14, indexed in Pubmed: 21154310.

15.	 Kuśmierek J, Pietrzak-Stelmasiak E, Bieńkiewicz M, et al. Diagnostic efficacy 

of parametric clearance images in detection of renal scars in children with 

recurrent urinary tract infections. Ann Nucl Med. 2015; 29(3): 313–318, doi: 

10.1007/s12149-014-0944-4, indexed in Pubmed: 25563578.

16.	 Mueller-Suur R, Mesko L. Combination of Tc-99m MAG3 gamma camera 

renography and TC-99m DMSA scans for evaluation of acute pyelonephritis 

in children. In: O’Reilly PH, Tailor A, Nally JV. ed. Radionucleides in nephrol-

ogy. Fields and Wood, Philadelphia : 91–97.

17.	 Burns MW, Burns JL, Krieger JN. Pediatric urinary tract infection. Diagno-

sis, classification, and significance. Pediatr Clin North Am. 1987; 34(5): 

1111–1120, indexed in Pubmed: 3658502.

18.	 Piepsz A, Ham HR. Pediatric applications of renal nuclear medicine. Semin 

Nucl Med. 2006; 36(1): 16–35, doi: 10.1053/j.semnuclmed.2005.08.002, 

indexed in Pubmed: 16356794.

19.	 Mandell GA, Eggli DF, Gilday DL, et al. Procedure guideline for renal cortical 

scintigraphy in children. Society of Nuclear Medicine. J Nucl Med. 1997; 

38(10): 1644–1646, indexed in Pubmed: 9379207.

20.	 Rutland MD. A comprehensive analysis of renal DTPA studies. I. Theory 

and normal values. Nucl Med Commun. 1985; 6(1): 11–20, indexed in 

Pubmed: 3916534.

21.	 Piepsz A, Blaufox MD, Gordon I, et al. Consensus on renal cortical scin-

tigraphy in children with urinary tract infection. Scientific Committee of 

Radionuclides in Nephrourology. Semin Nucl Med. 1999; 29(2): 160–174, 

indexed in Pubmed: 10321827.

22.	 Lim R. Vesicoureteral reflux and urinary tract infection: evolving practices 

and current controversies in pediatric imaging. AJR Am J Roentgenol. 

2009; 192(5): 1197–1208, doi: 10.2214/AJR.08.2187, indexed in Pubmed: 

19380542.

23.	 Foxman B. Epidemiology of urinary tract infections: incidence, morbid-

ity, and economic costs. Am J Med. 2002; 113(1; Supl. 1): 5–13, doi: 

10.1016/s0002-9343(02)01054-9.

24.	 Macedo CS, Riyuzo MC, Bastos HD. [Renal scars in children with primary 

vesicoureteral reflux]. J Pediatr (Rio J). 2003; 79(4): 355–362, indexed in 

Pubmed: 14513136.

25.	 Zaffanello M, Franchini M, Brugnara M, et al. Evaluating kidney damage 

from vesico-ureteral reflux in children. Saudi J Kidney Dis Transpl. 2009; 

20(1): 57–68, indexed in Pubmed: 19112220.

26.	 Scherz HC, Downs TM, Caesar R. The selective use of dimercaptosuccinic 

acid renal scans in children with vesicoureteral reflux. J Urol. 1994; 152(2 

Pt 2): 628–631, indexed in Pubmed: 8021985.

https://www.ncbi.nlm.nih.gov/pubmed/12846544
https://www.ncbi.nlm.nih.gov/pubmed/15208504
https://www.ncbi.nlm.nih.gov/pubmed/21154310
http://dx.doi.org/10.1007/s12149-014-0944-4
https://www.ncbi.nlm.nih.gov/pubmed/25563578
https://www.ncbi.nlm.nih.gov/pubmed/3658502
http://dx.doi.org/10.1053/j.semnuclmed.2005.08.002
https://www.ncbi.nlm.nih.gov/pubmed/16356794
https://www.ncbi.nlm.nih.gov/pubmed/9379207
https://www.ncbi.nlm.nih.gov/pubmed/3916534
https://www.ncbi.nlm.nih.gov/pubmed/10321827
http://dx.doi.org/10.2214/AJR.08.2187
https://www.ncbi.nlm.nih.gov/pubmed/19380542
http://dx.doi.org/10.1016/s0002-9343(02)01054-9
https://www.ncbi.nlm.nih.gov/pubmed/14513136
https://www.ncbi.nlm.nih.gov/pubmed/19112220
https://www.ncbi.nlm.nih.gov/pubmed/8021985

