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Cardiovascular disease (CVD), including cardiomyopathy, sys-
temic hypertension, cardiac arrhythmias, congestive heart fail-
ure, premature ventricular complexes, and cardiac arrest, is the 
predominant cause of morbidity and mortality in captive chim-
panzees.9,14,28,29,51,57 Myocardial fibrosis (MF) has been observed 
widely in chimpanzees.20,28,29,41 In many of these animals, cardiac 
amyloidosis and MF have been detected on necropsy.20,28,29,41,57 In 
addition, sudden cardiac death (SCD) and MF have been reported 
in other apes, including western lowland gorillas (Gorilla gorilla 
gorilla), orangutans (Pongo pygmaeus), and white-handed gibbons 
(Hylobates lar).10,41,43,49

The most thorough study of cardiovascular disease and the 
potential pathogenic role of MF was provided by a recent ret-
rospective study of clinical and necropsy findings in 36 chim-
panzee deaths over a 6-y period at the Alamogordo Primate 
Facility.28 SCD was the predominant cause of death in these ani-
mals (36%).29 Postmortem histologic examination of the hearts re-
vealed the presence of MF in 81% of the chimpanzees and was the 
only significant histopathologic finding. All animals that died of 
SCD had some degree of interstitial MF,28 which was significantly 
associated with both arrhythmias and sudden cardiac death. The 

conjecture was that MF resulted in decreased contractility and 
potentially disrupted signal propagation, leading to arrhythmias 
(ventricular precontractions) and eventually SCD, as has been 
observed in humans.37 Closely similar findings of diffuse or idio-
pathic cardiomyopathy have since been reported as the primary 
cause of death at 2 other chimpanzee colonies and in US zoologi-
cal parks.13,51,57

Fibrogenesis was thought to play an important role leading to 
chimpanzee CVD because MF was the only histopathologic ab-
normality observed.14,28,29 An accumulation of extracellular matrix 
in the cardiac interstitial space, MF consists primarily of fibrillar 
type I and III collagen and is a major determinant of ventricu-
lar dysfunction.14,24 Because myocardial cells cannot regenerate, 
myocardial damage leads to replacement of the myocardium by 
fibrous, noncontractile collagenous tissue. In humans, MF occurs 
in numerous cardiovascular conditions including systemic hy-
pertension, myocarditis, cardiomyopathy, and other conditions 
leading to myocardial damage.46,58All of these conditions have 
been observed in chimpanzees.9,28,29,53

The hypothesis underlying the present study was that chim-
panzees with incipient CVD have increased collagenous tissue 
in the heart that can be detected clinically antemortem by use of 
fibrogenesis biomarkers developed for use in humans. To test this 
hypothesis, we investigated 5 fibrogenesis biomarkers that have 
been used extensively in humans. Matrix metalloproteinase 1 
(MMP1) is involved in structural remodeling of the left ventricle 
(LV) during congestive heart failure by degrading extracellular 
matrix proteins.2,23 Tissue inhibitor of metalloproteinase 1 (TIMP1) 
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(LV diastolic internal diameter – LV systolic internal diameter) /
 LV diastolic internal diameter.

Blood pressure was measured (Passport 2, Datascope, Mah-
wah, NJ). Three chimpanzees with systemic hypertension (sys-
tolic blood pressure greater than 160 mm Hg or diastolic blood 
pressure greater than 90 mm Hg) were treated with amlodipine 
(Pfizer, New York, NY). CVD cases were placed into 1 of 4 cat-
egories: systemic hypertension without cardiac changes (n = 3 
chimpanzees), cardiomyopathy (n = 4, with LV wall thickening, 
LV chamber enlargement or decreased shortening fraction, or 
ventricular ectopy), degenerative valve disease (n = 1, with mod-
erate mitral regurgitation, LV chamber enlargement, and normal 
LV wall thickness), and equivocal (n = 3; 2 with LV wall thicken-
ing without other echocardiographic abnormalities and 1 with 
LV chamber enlargement with normal wall thickness). Mild renal 
disease was present in 2 CVD cases. Ten controls were selected 
from animals that failed to present any clinical signs of cardio-
vascular abnormalities and were assumed to be heart-healthy. 
Disease status was coded as a trichotomy: healthy, CVD, CVD 
plus mild renal disease.

Laboratory methods. Fresh blood samples were collected into se-
rum separator tubes, centrifuged, stored on wet ice, and shipped 
by overnight courier to the lab (GI Lab, Texas A and M University, 
College Station, TX). Five serum biomarkers of fibrogenesis were 
studied: PINP, ICTP, MMP1, TIMP1, and PIIINP. Serum concen-
trations of TIMP1 and MMP1 were determined by using commer-
cially available ELISA kits according to manufacturer protocols 
(Human Biotrak System, Amersham Biosciences, Piscataway, NJ). 
Reactions were stopped with 1 M sulfuric acid and then read with 
a spectrophotometer (Multiskan Ascent Photometric plate reader, 
Thermo Fisher Scientific, Waltham, MA) at 450 nm. Sample con-
centrations were estimated by interpolation from the standard 
curves. Serum concentrations of ICTP, PINP, and PIIINP were 
assayed by using commercially available competitive radioim-
munoassays (Orion Diagnostica, Espoo, Finland). Tubes were 
counted for 1 min by using a gamma counter (1470 Wallace Wiz-
ard Automatic Gamma Counter, Perkin Elmer, Waltham, MA). 
Sample concentrations were estimated by interpolation from the 
standard curve for each assay. One biomarker (MMP1) did not 
crossreact with chimpanzee sera and was not studied further.

Statistical methods. A case-control study was designed to 
evaluate the information content for the 4 biomarkers that cross-
reacted in chimpanzees (ICTP, PINP TIMP1, and PIIINP). Ten 
male chimpanzees with CVD were compared with their age-
matched, heart-healthy controls (2n = 20). All animals tested 
negative for human infectious disease agents (HIV, hepatitis B 
virus, and hepatitis C virus). This experimental design excluded 
the potential confounding variables of age and sex and excluded 
hepatitis C infection known to induce fibrosis35,7 and potentially 
interfere with biomarker clearance rates.8 Power calculations used 
G*Power.12 Effect sizes were estimated from published human 
literature.5,11,16,23,25,26,30,31,36,44,47,50,56 This design could detect real sta-
tistical effects with 85% average power.40 All statistical analyses 
were conducted with SYSTAT (version 11.0, SYSTAT Software, 
Richmond, CA). The Shapiro–Wilks test was used to assess nor-
mality.6,15,18 The Box–Cox power transformation series, x’ = (xλ-
1)/λ, was used to induce normality (Table 1).4,15 Calculation of 
confidence intervals used methods developed for transformed 
variables.3 ANOVA and the omnibus F-test, as well as focused 

blocks MMP1. Serum concentrations of both MMP1 and TIMP1 
are increased in human patients with heart failure.2 Decreased 
synthesis of TIMP1 can be induced by mechanical stress of human 
fibroblasts in vitro, suggesting a mechanism for fibrotic processes 
in myocytes.59 Procollagen carboxyl-terminal telopeptide (PINP) 
is a fragment cleaved from procollagen I and is a marker of col-
lagen I synthesis.38 Initial carboxyl-terminal telopeptide (ICTP) 
is the first degradation product of collagen type I by MMP1. The 
(PINP – ICTP) difference measures the balance between synthesis 
and degradation of collagen type I. Procollagen III amino-termi-
nal propeptide is cleaved from procollagen III and is a marker of 
collagen III turnover.22,44 We assayed these 5 fibrogenesis markers 
here in a pilot study of 10 chimpanzees with CVD and 10 control 
chimpanzees, to determine whether chimpanzees with CVD ex-
hibited increased serum concentrations of fibrogenesis biomark-
ers when compared with heart-healthy controls.

Materials and Methods
Animals. The Alamogordo Primate Facility is a research-reserve 

colony of 222 chimpanzees maintained in accordance with the 
Guide for the Care and Use of Animals21 and the Animal Welfare Act. 
The facility and its program are fully AAALAC-accredited. All 
chimpanzees at the facility were fed a commercial primate diet 
(Monkey Diet Jumbo 5LR2; Purina, St Louis, MO) and maintained 
in same-sex group housing, to comply with the NIH chimpanzee 
breeding moratorium. Animals are maintained in indoor dens 
(180 ft2) with radiant heated floor, air conditioning, 24-h access 
to an outdoor den (242 ft2, 12 ft high), and weekly access to an 
802 ft2 exercise yard. All animals take part in an enrichment plan 
offering novel foraging activities and devices designed to stimu-
late psychologic wellbeing. All protocols were approved by the 
Alamogordo Primate Facility Institutional Animal Care and Use 
Committee.

Clinical assessment. All chimpanzees were given a complete 
clinical evaluation annually under sedation (3.5 mg/kg Telazol, 
Wyeth, Ft Dodge, IA). Clinical assessments included complete 
blood count, serum chemistry, body weight, body temperature, 
pulse oxygen, heart rate, blood pressure assessment, electrocar-
diography, abdominal ultrasonography, dental prophylaxis, and 
tuberculosis testing. Blood samples were collected immediately 
prior to the examinations. Blood pressure measurements, electro-
cardiography, heart rate, SpO2, and core body temperature were 
performed and recorded by using a handheld data-acquisition de-
vice (Datascope Passport 2, Soma Technology, Bloomfield, CT).

Cardiovascular disease status. Determination of CVD status was 
made on the basis of clinical evaluation. Animals that presented 
no clinical signs of cardiovascular abnormalities were evaluated 
by our clinicians as heart-healthy. Animals that did present clini-
cal signs of cardiovascular abnormalities (arrhythmias, cardio-
megaly, hypertension, and murmurs) were evaluated as having 
CVD and were scheduled for echocardiography for further char-
acterization of structural heart disease. Echocardiography (Aloka 
Prosound 5000, Tokyo, Japan) was performed by a board-certified 
veterinary cardiologist (MSS) using a 2.5-mHz linear transducer. 
Complete (including Doppler) serial echocardiograms included 
diastolic LV wall thickness, diastolic and systolic LV internal di-
ameters, aortic and left atrial diameters, and Doppler interroga-
tion (color and spectral) of all valves. The LV shortening fraction 
was calculated by using the equation:
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Results indicated that the tested biomarkers were not useful for 
prediction of whether a chimpanzee was a CVD case, a case of 
CVD with renal disease, or a healthy control (all t < |1.00|; all P 
> 0.355).

Discussion
Cardiovascular disease is the most common cause of chim-

panzee morbidity and mortality and typically is accompanied by 
variable amounts of fibrosis observed postmortem in chimpan-
zee hearts.9,14,20,28,29,41,51,57 PIIINP levels were significantly higher in 
CVD cases with renal disease and showed a significant trend to 
increase across disease categories. ICTP levels were also higher in 
CVD cases with renal disease than in CVD cases alone. The sig-
nificant association between ICTP and PIIINP and mild renal dis-
ease with CVD was unexpected. However, these biomarkers have 
been used to detect fibrogenesis-related diseases in many differ-
ent target tissues including liver,45 lungs,27,45,52 heart,8,33,34 bone,8,17,45 
and synovial fluid.45 The lack of tissue specificity of PIIINP and 
ICTP serendipitously enabled identification of ongoing fibrotic 
processes in the kidney. Interestingly, both cases of renal disease 
were mild at the time of the survey but since have progressed to 
severe renal disease. PIIINP appeared to detect fibrosis in both 
heart and kidney. Further studies on ICTP for kidney fibrosis and 
on PIIINP for cardiovascular fibrosis are warranted.

The lack of association between PINP and the PINP – ICTP dif-
ference and CVD was not surprising. Except for PINP, expected 
effect sizes were large (Table 1).5,11,16,23,25,26,30,32,36,44,47,50,56 Significant 
group differences, if they existed, could be detected with a power 
of greater than 86%. Therefore, sample size did not compromise 
the results for TIMP1, PIIINP, or ICTP. But the expected PINP ef-
fect size was small5,30,36 and even negative in one study,56 indicat-
ing that inadequate power (41%) due to small sample size could 
explain the nonsignificant PINP findings. However, given the 
observed case – control difference of –4%, a sample of 1920 chim-
panzees would be needed to detect a significant PINP difference 
at the recommended 85% power40 but in the wrong direction (that 
is, with cases less than healthy controls). This result demonstrates 
that PINP and the PINP – ICTP difference remain poor biomark-
ers to study fibrogenic processes in chimpanzees.

PIIINP levels were higher in CVD cases with renal disease 
than in healthy controls, showed the expected effect of age, and 
showed a significant trend in the hypothesized direction. Assum-
ing the interstitial MF–SCD conjecture is true, more complex pro-

comparisons, were used to test for differences in biomarker serum 
concentrations.54 Outliers that exceeded 1.5 interquartile ranges 
and had Studentized residuals with P values of less than 0.010 
were excluded from analysis.54 Fitted models included age as a 
quantitative covariate.28,29 Logistic regression and nonparamet-
ric methods for a one-way layout were used also.6,19 In this pilot 
study, the nominal level of statistical significance was set at α = 
0.10, to indicate when further study might be warranted.

Results
One (MMP1) of the five biomarkers initially selected for evalu-

ation did not crossreact with chimpanzee sera and was not stud-
ied further.

The 4 remaining biomarkers (TIMP1, PINP, ICTP, PIIINP) and 
the PINP – ICTP difference showed minor between-group differ-
ences in serum concentrations. Cases had on average 13% higher 
biomarker concentrations than controls, with variation among 
biomarkers (Table 1). For TIMP1, concentrations for cases aver-
aged 60% higher than for controls but with large standard devia-
tion. Excluding TIMP1, cases averaged only 1.5% higher serum 
concentrations (range, –4% to +14%) for the other biomarkers 
(PINP, ICTP, PIIINP, and PINP – ICTP) relative to their controls.

For PINP, neither age (F1,16 = 0.004, P = 0.950) nor CVD status 
(F2,16 = 0.717, P = 0.503) were associated with biomarker concen-
tration. For TIMP1, despite the large observed difference between 
cases and controls (+60%, Table 1), neither age (F1,16 = 1.077, P = 
0.315) nor CVD status (F2,16 = 1.151, P = 0.341) were significant. The 
PINP – ICTP difference similarly lacked significance for both age 
(F1,16 = 0.006, P = 0.939) and CVD status (F2,16 = 0.539, P = 0.593).

For PIIINP, neither age (F1,16 = 1.850, P = 0.193) nor CVD status 
(F1,16 = 2.383, P = 0.124) were associated with serum concentra-
tions. Exclusion of a single outlier (Studentized residual = –2.906, 
P = 0.010) resulted in significant effects of both age (F1,15 = 4.115, 
P = 0.061) and CVD status (F1,15 = 3.214, P = 0.069) on PIIINP 
concentrations. PIIINP showed a significant trend toward an in-
crease from healthy controls (16.4 µg/mL) to cases of CVD alone 
(18.2 µg/mL) to cases of CVD with concurrent renal disease (25.6 
µg/mL; F1,15 = 6.404, P = 0.023). This trend was significant even 
when the outlier was included (F1,16 = 4.250, P = 0.056). Pairwise 
comparisons indicated that the major difference was between 
healthy controls and CVD cases with concurrent renal disease (P 
= 0.069).

For ICTP, age was not a significant factor (F1,16 = 0.444, P = 
0.515). However, CVD status was significantly related to serum 
concentration (F1,17 = 5.203, P = 0.017). The focused comparison 
indicated a significant trend for ICTP to increase across levels of 
disease severity (F1,17 = 4.450, P = 0.050). Pairwise comparisons 
indicated that this trend in ICTP levels resulted predominantly 
because CVD cases with concurrent mild renal disease had higher 
values (22.3 µg/L) than CVD cases alone (11.2 µg/L; P = 0.018). 
Interestingly, both cases of renal disease also had cardiomyopa-
thy, whereas the single case of cardiomyopathy without renal 
disease did not differ from healthy controls.

ANOVA was useful to test for different biomarker concentra-
tions between cases and controls. However, because the purpose 
of a biomarker is to predict disease status (CVD versus no CVD) 
on the basis of observed biomarker levels, ANOVA effectively 
conceptualized the causal chain in reverse. We therefore used 
logistic regression to assess whether these 4 biomarkers could be 
used in combination to predict disease, using age as a covariate. 

Table 1. Descriptive statistics for 4 fibrosis biomarkers.

Biomarker Lambda
Observed difference 

(%)
Expected difference 

(%)

PINP +0.50 −4% +22%
ICTP −0.25 0% +81%
TIMP1 −0.50 +60% +41%
PINP – ICTP 0 −4% −58%
PIIINP −0.25 +14% +47%

Lambda is the maximum likelihood estimate of the Box–Cox4 λ 
parameter used to induce normality. Observed difference is the mean 
percentage difference observed between CVD cases and controls. 
Expected difference is the mean percentage difference expected based 
on a meta-analysis of human CVD patients and controls. Negative 
values for observed and expected differences indicate that controls had 
higher concentrations than CVD cases.

http://prime-pdf-watermark.prime-prod.pubfactory.com/ | 2025-02-26



Fibrosis biomarkers in chimpanzee CVD

157

Acknowledgments
We thank Dr Julia Bader (University of Texas, El Paso, TX) for advice 

regarding power calculations, Dr Joanne Frattaroli (University of 
California, Irvine, CA) for advice with meta-analysis, and Tony Zavaskis 
for technical assistance in manuscript and data preparation. We thank 
the 2 anonymous reviewers for their insightful comments. This study 
was supported by NIH contract NO2-RR-1-209. This article is dedicated 
to my father, John Junior Ely, who died peacefully while the manuscript 
was under review and without whom nothing would have been 
possible.

References
 1. Adewale AJ, Liu Q, Dinu I, Lampe PD, Mitchell BL, Yasui Y. 2008. 

A cautionary note on the evaluation of biomarkers of subtypes of a 
single disease. Am J Epidemiol 168:559–562. 

 2. Barton PJ, Birks EJ, Felkin LE, Cullen ME, Koban MU, Yacoub MH. 
2003. Increased expression of extracellular matrix regulators TIMP1 
and MMP1 in deteriorating heart failure. J Heart Lung Transplant 
22:738–744. 

 3. Bland JM, Altman DG. 1996. Transformations, means, and confi-
dence intervals. Br Med J 312:1079–1080.

 4. Box G, Cox D. 1964. An analysis of transformations. J R Stat Soc 
Series B Stat Methodol 26:211–252.

 5. Bozkaya YT, Aydin HH, Celik HA, Kayikcioglu M, Payzin S, Kul-
tursay H, Aydin M, Yesil M, Can LH, Hasdemir C. 2008. Increased 
myocardial collagen turnover in patients with progressive cardiac 
conduction disease. Pacing Clin Electrophysiol 31:1284–1290. 

 6. Cononver WJ. 1980. Practical nonparametric statistics, 2nd ed. New 
York (NY): Wiley.

 7. de Torres M, Poynard T. 2003. Risk factors for liver fibrosis progres-
sion in patients with chronic hepatitis C. Ann Hepatol 2:5–11.

 8. Díez J. 2005. Serum markers of fibrillar collagen metabolism in car-
diac diseases, p 101–113. In: Villarreal FJ, editor. Interstitial fibrosis 
in heart failure. New York (NY): Springer.

 9. Doane CJ, Lee DR, Sleeper MM. 2006. Electrocardiogram abnormali-
ties in captive chimpanzees (Pan troglodytes). Comp Med 56:512–518.

 10. Duffy MS, Miller CL, Kinsella JM, de Lahunta A. 2004. Parastron-
gylus cantonensis in a nonhuman primate in Florida. Emerg Infect 
Dis 10:2207–2210.

 11. Fassbach M, Schwartzkopff B. 2005. Elevated serum markers for 
collagen synthesis in patients with hypertrophic cardiomyopathy 
and diastolic dysfunction. Z Kardiol 94:328–335. 

 12. Faul F, Erdfelder E, Lang A-G, Buchner A. 2007. G*Power 3: A flex-
ible statistical power analysis program for the social, behavioral, and 
biomedical sciences. Behav Res Methods 39:175–191.

 13. Gamble K. 2009. Personal communication.
 14. Hansen JF, Alford PL, Keeling ME. 1984. Diffuse myocardial fibrosis 

and congestive heart failure in an adult male chimpanzee. Vet Pathol 
21:529–531.

 15. Harris EK, Boyd JC. 1995. Statistical basis of reference values in 
laboratory medicine. New York (NY): Marcel Dekker.

 16. Higashikata T, Yamagishi M, Higashi T, Nagata I, Iihara K, 
Miyamoto S, Ishibashi-Ueda H, Nagaya N, Iwase T, Tomoike 
H, Sakamoto A. 2006. Altered expression balance of matrix metal-
loproteinases and their inhibitors in human carotid plaque disrup-
tion: results of quantitative tissue analysis using a real-time RT-PCR 
method. Atherosclerosis 185:165–172. 

 17. Horiguchi T, Horiguchi T, Tachikawa S, Kondo R, Hirose M, Teruya 
S, Ishibashi A, Banno K. 2000. Usefulness of serum carboxy-terminal 
telopeptide (ICTP) of type I collagen as a marker of bone metastasis 
from lung cancer. Jpn J Clin Oncol 30:174–179. 

 18. Horn PS, Pesce AJ. 2005. Reference intervals. Washington (DC): 
AACC Press.

 19. Hosmer DW, Lemeshow S. 2000. Applied logistic regression, 2nd 
ed. New York (NY): Wiley.

 20. Hubbard GB, Lee DR, Eichberg JW. 1991. Diseases and pathology of 
chimpanzees at the Southwest Foundation for Biomedical Research. 
Am J Primatol 24:273–282. 

cesses may be operative to make this association more difficult to 
detect in serum-based assays and in histopathology. In rats, pres-
sure overload (systolic wall stress) increased interstitial collagen 
accumulation, whereas volume overload (diastolic wall stress) 
showed no change, suggesting differential regulation of collagen 
accumulation processes.42 Collagen synthesis or degradation, as 
measured in serum biomarkers, does not necessarily equal col-
lagen deposition and fibrogenesis, as measured in cardiac tissue 
histopathology.45 The amount of collagen III actually deposited 
in the myocardium depends upon the balance of deposition 
and extracellular matrix degradation.45 Because the collagen III 
amino-terminal propeptide is not always removed but may re-
main attached to the procollagen peptide, measurement of PIIINP 
probably underestimates actual collagen III synthesis.8,45 Variation 
in the relative abundance of collagen I to collagen III could com-
plicate histopathologic detection.48 Differential serum detection of 
collagen type I versus collagen type III has also been reported.39 
Histopathology results were used to rank MF severity based on 
gross extent28 but did not assess localization, distribution, or com-
position (collagen I:collagen III ratio) of MF, all of which factors 
could influence pathologic effects.37,55 Future studies will exam-
ine the number, size, and distribution of fibrotic patches in the 
myocardium of deceased animals, compared with PIIINP serum 
levels collected prior to death, to compare CVD cases with heart-
healthy controls. Such studies could advance our understanding 
of the role of MF in inducing chimpanzee CVD.

CVD heterogeneity may have obscured differences in PIIINP 
levels between CVD cases and healthy controls. In our current 
understanding, chimpanzee CVD appears to involve clinical pro-
gression from left ventricular hypertrophy to dilated cardiomyo-
pathy, probably initiated by certain disease processes including 
systemic hypertension. This sequence effectively reduces CVD 
heterogeneity to stages in disease progression. The absence of 
dilated cardiomyopathy cases in the current study could mean 
that CVD had not progressed sufficiently to have detectable fi-
brosis.28,29 An advantage to using a single heterogeneous disease 
category is that use of disease subtypes increases misclassification 
error and reduces sensitivity by increasing specificity.1 Disease 
heterogeneity did not prevent us from finding statistically signifi-
cant differences in serum concentrations in brain-type natriuretic 
protein and cardiac troponin I between these same CVD cases 
and controls. A larger sample size of CVD subtypes could yield 
more robust results by reducing within-group variability, particu-
larly for TIMP1.

In summary, we have demonstrated that 2 commonly used 
biomarkers of fibrogenesis (ICTP, PIIINP) identified CVD cases 
with concurrent renal disease, whereas 1 (PIIINP) seems to detect 
trends in CVD severity. Both biomarkers warrant further study. 
Another 2 markers (PINP, TIMP1) were not informative. Due to 
its inherently weak effect size,5,30,36,56 further study of PINP is not 
recommended. TIMP1 may benefit from larger samples of chim-
panzee CVD subtypes. The use of ICTP to detect early develop-
ment of renal fibrosis is recommended. Meanwhile, the conjecture 
that interstitial MF was the key pathologic element in inducing 
CVD-related mortality requires further study. We are planning 
to do such studies of PIIINP and ICTP using deceased animals 
to determine whether the distribution and amount of fibrosis in 
the myocardium is associated with biomarker concentrations in 
sera.

http://prime-pdf-watermark.prime-prod.pubfactory.com/ | 2025-02-26



Vol 60, No 2
Comparative Medicine
April 2010

158158

 40. Muller KE, Benignus VA. 1992. Increasing scientific power with 
statistical power. Neurotoxicol Teratol 14:211–219. 

 41. Munson L, Montali RJ. 1990. Pathology and disease of great apes 
at the National Zoological Park. Zoo Biol 9:99–105. 

 42. Namba T, Tsutsui H, Tagawa H, Takahashi M, Saito K, Kozai 
T, Usui M, Imanaka-Yoshida K, Imaizumi T, Takeshita A. 1997. 
Regulation of fibrillar collagen gene expression and protein accu-
mulation in volume-overloaded cardiac hypertrophy. Circulation 
95:2448–2454.

 43. Pick R, Janicki JS, Weber KT. 1989. Myocardial fibosis in nonhu-
man primate with pressure overload hypertrophy. Am J Pathol 
135:771–781.

 44. Radovan J, Vaclav P, Petr W, Jan C, Michal A, Richard P, Martina 
P. 2006. Changes of collagen metabolism predict the left ventricular 
remodeling after myocardial infarction. Mol Cell Biochem 293:71–78. 

 45. Risteli J, Risteli R. 1990. Noninvasive methods for detection of organ 
fibrosis, p 61–98. In: Rojkind M, editor. Connective tissue in health 
and disease. Boca Raton (FL): CRC Press.

 46. Salazar BL, Albéniz SR, Guedón TA, Miqueo AG, Querejeta R, 
Martínez JD. 2006. [Altered fibrillar collagen metabolism in hyper-
tensive heart failure. Current understanding and future prospects]. 
Rev Esp Cardiol 59:1047–1057. [Article in Spanish] 

 47. Satta J, Juvonen T, Haukipuro K, Juvonen M, Kairaluoma MI. 
1995. Increased turnover of collagen in abdominal aortic aneurysms, 
demonstrated by measuring the concentration of the aminoterminal 
propeptide of type III procollagen in peripheral and aortal blood 
samples. J Vasc Surg 22:155–160. 

 48. Schaberg T, Orzechowski K, Oesterling C, Lode H, Schuppan D. 
1994. Simultaneous measurement of collagen type VI-related antigen 
and procollagen type III N-propeptide levels in bronchoalveolar 
lavage. Eur Respir J 7:1221–1226. 

 49. Schulman FY, Farb A, Virmani R, Montali RJ. 1995. Fibrosing 
cardiomyopathy in captive western lowland gorillas (Gorilla gorilla 
gorilla) in the United States: a retrospective study. J Zoo Wildl Med 
26:43–51.

 50. Schwartzkopff B, Fassbach M, Pelzer B, Brehm M, Strauer BE. 
2002. Elevated serum markers of collagen degradation in patients 
with mild to moderate dilated cardiomyopathy. Eur J Heart Fail 
4:439–444. 

 51. Seiler BM, Dick EJ Jr, Guardado-Mendoza R, VandeBerg JL, Wil-
liams JT, Mubiru JN, Hubbard GB. 2009. Spontaneous heart disease 
in the adult chimpanzee (Pan troglodytes). J Med Primatol 38:51–58. 

 52. Sime PJ, O’Reilly KM. 2001. Fibrosis of the lung and other tis-
sues: new concepts in pathogenesis and treatment. Clin Immunol 
99:308–319. 

 53. Sleeper MM, Doane CJ, Langner PH, Curtis S, Avila K, Lee DR. 
2005. Successful treatment of idiopathic dilated cardiomyopathy in 
an adult chimpanzee (Pan troglodytes). Comp Med 55:80–84.

 54. Snedecor GW, Cochran WG. 1967. Statistical methods, 6th ed. Ames 
(IA): Iowa State University Press.

 55. Tanaka K, Zlochiver S, Vikstrom KL, Yamazaki M, Moreno J, 
Klos M, Zaitsev AV, Vaidyanathan R, Auerbach DS, Landas S, 
Guiraudon G, Jalife J, Berenfeld O, Kalifa J. 2007. Spatial distribu-
tion of fibrosis governs fibrillation wave dynamics in the posterior 
left atrium during heart failure. Circ Res 101:839–847. 

 56. Tziakas DN, Chalikias GK, Papanas N, Stakos DA, Chatzikyriakou 
SV, Maltezos E. 2007. Circulating levels of collagen type I degradation 
marker depend on the type of atrial fibrillation. Europace 9:589–596. 

 57. Varki N, Anderson D, Herndon GG, Pham T, Gregg CJ, Cheriyan 
M, Murphy J, Strobert E, Fritz J, Else JG, Varki A. 2009. Heart 
disease is common in humans and chimpanzees but is caused by 
different pathological mechanisms. Evol Appl 2:101–112.

 58. Wassmuth R, Schulz-Menger J. 2009. Cardiac magnetic resonance 
in acute myocarditis and dilated cardiomyopathy. Med Sci Monit 
15:RA111–RA115.

 59. Yamaoka A, Matsuo T, Shiraga F, Ohtsuki H. 2001. TIMP1 produc-
tion by human scleral fibroblast decreases in response for cyclic 
mechanical stretching. Ophthalmic Res 33:98–101. 

 21. Institute for Laboratory Animal Research. 1996. Guide for the care 
and use of laboratory animals. Washington (DC): National Acad-
emies Press.

 22. Jensen LT. 1997. The aminoterminal propeptide of type III procol-
lagen. Studies on physiology and pathophysiology. Dan Med Bull 
44:70–78.

 23. Jordán A, Roldan V, Garcia M, Monmemeu J, de Burgos FG, Lip 
GY, Marin F. 2007. Matrix metalloproteinase 1 and its inhibitor, TIMP 
1, in systolic heart failure: relation to functional data and prognosis. 
J Intern Med 262:385–392. 

 24. Jugdutt BI. 2005. Extracellular matrix and cardiac remodeling, p 
23–55. In: Villarreal FJ, editor. Interstitial fibrosis in heart failure. 
New York (NY): Springer.

 25. Kallergis EM, Manios EG, Kanoupakis EM, Mavrakis HE, Arfana-
kis DA, Maliaraki NE, Lathourakis CE, Chlouverakis GI, Vardas 
PE. 2008. Extracellular matrix alterations in patients with paroxysmal 
and persistent atrial fibrillation: biochemical assessment of collagen 
type I turnover. J Am Coll Cardiol 52:211–215. 

 26. Klappacher G, Franzen P, Haab D, Mehrabi M, Binder M, Plesch 
K, Pacher R, Grimm M, Pribill I, Eichler H-G, Glogar HD. 1995. 
Measuring extracellular matrix turnover in the serum of patients 
with idiopathic or ischemic dilated cardiomyopathy and impact on 
diagnosis and prognosis. Am J Cardiol 75:913–918. 

 27. Kuhn C 3rd, Boldt J, King TE Jr, Crouch E, Vartio T, McDonald 
JA. 1989. An immunohistochemical study of architectural remodel-
ing and connective tissue synthesis in pulmonary fibrosis. Am Rev 
Respir Dis 140:1693–1703.

 28. Lammey ML, Baskin GB, Gigliotti AP, Lee DR, Ely JJ, Sleeper 
MM. 2008. Interstitial myocardial fibrosis in a captive chimpanzee 
(Pan troglodytes) population. Comp Med 58:389–394.

 29. Lammey ML, Lee DR, Ely JJ, Sleeper MM. 2008. Sudden cardiac 
death in 13 captive chimpanzees (Pan troglodytes). J Med Primatol 
37 Suppl. 1:39–43. 

 30. Lin Y-H, Ho Y-L, Want T-D, Liu C-P, Kao H-L, Chao C-L, Chien 
K-L, Hung C-S, Wu V-C, Tsai I-J, Yen R-F, Shiau Y-C, Chen W-J. 
2006. The relation of amino-terminal propeptide of type III procol-
lagen and severity of coronary artery disease in patients without 
myocardial infarction of hibernation. Clin Biochem 39:861–866. 

 31. Lindsay MM, Maxwell P, Dunn FG. 2002. TIMP 1: a marker of 
left ventricular diastolic dysfunction and fibrosis in hypertension. 
Hypertension 40:136–141. 

 32. Lombardi R, Betocchi S, Losi MA, Tocchetti CG, Aversa M, Mi-
randa M, D’Alessandro G, Cacace A, Ciampi Q, Chiariello M. 2003. 
Myocardial collagen turnover in hypertrophic cardiomyopathy. 
Circulation 108:1455–1460. 

 33. López B, González A, Querejeta R, Díez J. 2005. The use of collagen-
derived serum peptides for the clinical assessment of hypertensive 
heart disease. J Hypertens 23:1445–1451. 

 34. López B, González A, Varo N, Laviades C, Querejeta R, Díez J. 
2001. Biochemical assessment of myocardial fibrosis in hypertensive 
heart disease. Hypertension 38:1222–1226. 

 35. Macías J, Berenguer J, Japón MA, Girón JA, Rivero A, López-Cortés 
LF, Moreno A, González-Serrano M, Iribarren JA, Ortega E, Mi-
ralles P, Mira JA, Pineda JA. 2009. Fast fibrosis progression between 
repeated liver biopsies in patients coinfected with human immuno-
deficiency virus and hepatitis C virus. Hepatology 50:1056–1063. 

 36. Martos R, Baugh J, Ledwidge M, O’Loughlin C, Conlon C, Patle A, 
Donnelly SC, McDonald K. 2007. Diastolic heart failure: evidence of 
increased myocardial collagen turnover linked to diastolic dysfunc-
tion. Circulation 115:888–985. 

 37. McLenachan JM, Dargie HJ. 1990. Ventricular arrhythmias in hyper-
tensive left ventricular hypertrophy. Relationship to coronary artery 
disease, left ventricular dysfunction, and myocardial fibrosis. Am J 
Hypertens 3:735–740.

 38. Melkko J, Niemi S, Risteli L, Risteli J. 1990. Raidoimmunoassay of 
the carboxyterminal propeptide of human type I procollagen. Clin 
Chem 36:1328–1332.

 39. Moore R. Personal communication. 2008.

http://prime-pdf-watermark.prime-prod.pubfactory.com/ | 2025-02-26


