@ PLOS|ONE

Check for
updates

G OPEN ACCESS

Citation: Ordi J, Castillo P, Garcia-Basteiro AL,
Moraleda C, Fernandes F, Quintd L, et al. (2019)
Clinico-pathological discrepancies in the diagnosis
of causes of death in adults in Mozambique: A
retrospective observational study. PLoS ONE 14
(9): e0220657. https://doi.org/10.1371/journal.
pone.0220657

Editor: José Moreira, Fundacao Oswaldo Cruz,
BRAZIL

Received: April 9, 2019
Accepted: July 20, 2019
Published: September 6, 2019

Copyright: © 2019 Ordi et al. This is an open
access article distributed under the terms of the
Creative Commons Attribution License, which
permits unrestricted use, distribution, and
reproduction in any medium, provided the original
author and source are credited.

Data Availability Statement: All relevant data are
within the manuscript and its Supporting
Information files. Any additional data use and
transfer is monitored by ISGlobal’s Data
Management and Biostatistics Unit, who can be
contacted by email at ubioesdm@isglobal.org.

Funding: The CaDMIA research project (Validation
of the minimally invasive autopsy tool for cause of
death investigation in developing countries) was
funded by the Bill & Melinda Gates Foundation

RESEARCH ARTICLE

Clinico-pathological discrepancies in the
diagnosis of causes of death in adults in
Mozambique: A retrospective observational
study

Jaume Ordi® "?¥*, Paola Castillo'%*, Alberto L. Garcia-Basteiro>>*, Cinta Moraleda®*,
Fabiola Fernandes®®, Lloren¢ Quinté?, Juan Carlos Hurtado®?7, Emili Letang®3?8,

Lucilia Lovane®, Dercio Jordao®, Mireia Navarro®’, Rosa Bene®, Tacilta Nhampossa®,
Mamudo R. Ismail®®, Cesaltina Lorenzoni®®, Assucena Guisseve®®, Natalia Rakislova® -2,
Rosauro Varo>?, Lorena Marimon'2, Ariadna Sanz?, Anelsio Cossa®,

Inacio Mandomando®, Maria Maixenchs®?3, Khatia Munguambe®®, Jordi Vila7,

Eusebio Macete®, Pedro L. Alonso?3, Quique Bassat®>>'%'!, Miguel J. Martinez>%*,

Carla Carrilho®%*, Clara Menéndez>31%*

1 Department of Pathology, Hospital Clinic of Barcelona, University of Barcelona, Barcelona, Spain,

2 |SGlobal, Hospital Clinic - Universitat de Barcelona, Barcelona, Spain, 3 Centro de Investigacdo em Saude
de Manhiga (CISM), Maputo, Mozambique, 4 Amsterdam Institute for Global Health and Development
(AIGHD), Academic Medical Center, Amsterdam, The Netherlands, 5 Department of Pathology, Maputo
Central Hospital, Maputo, Mozambique, 6 Faculty of Medicine, Eduardo Mondlane University, Maputo,
Mozambique, 7 Department of Microbiology, Hospital Clinic of Barcelona, University of Barcelona,
Barcelona, Spain, 8 Service of Infectious Diseases, Hospital del Mar, Hospital del Mar Research Institute
(IMIM), Barcelona, Spain, 9 Department of Medicine, Maputo Central Hospital, Maputo, Mozambique,

10 ICREA, Catalan Institution for Research and Advanced Studies, Barcelona, Spain, 11 Pediatric Infectious
Diseases Unit, Pediatrics Department, Hospital Sant Joan de Déu, University of Barcelona, Barcelona, Spain,
12 Consorcio de Investigacion Biomédica en Red de Epidemiologia y Salud, Madrid, Spain

1 JO, PC, ALGB, and CM contributed equally to this work and share first authorship. MJM, CC, and CM
contributed equally to this work and share co-senior authorship.
* jordi@clinic.cat

Abstract

Background

Clinico-pathological discrepancies are more frequent in settings in which limited diagnostic
techniques are available, but there is little information on their actual impact.

Aim

We assessed the accuracy of the clinical diagnoses in a tertiary referral hospital in sub-
Saharan Africa by comparison with post-mortem findings. We also identified potential risk
factors for misdiagnoses.

Methods

One hundred and twelve complete autopsy procedures were performed at the Maputo Cen-
tral Hospital (Mozambique), from November 2013 to March 2015. We reviewed the clinical
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records. Major clinico-pathological discrepancies were assessed using a modified version
of the Goldman and Battle classification.

Results

Major diagnostic discrepancies were detected in 65/112 cases (58%) and were particularly
frequent in infection-related deaths (56/80 [70%] major discrepancies). The sensitivity of the
clinical diagnosis for toxoplasmosis was 0% (95% Cl: 0-37), 18% (95% CI: 2-52) for inva-
sive fungal infections, 25% (95% CI: 5-57) for bacterial sepsis, 34% (95% CI: 16-57), for
tuberculosis, and 46% (95% CI: 19-75) for bacterial pneumonia. Major discrepancies were
more frequent in HIV-positive than in HIV-negative patients (48/73 [66%] vs. 17/39 [44%)];

p = 0.0236).

Conclusions

Maijor clinico-pathological discrepancies are still frequent in resource constrained settings.
Increasing the level of suspicion for infectious diseases and expanding the availability of
diagnostic tests could significantly improve the recognition of common life-threatening infec-
tions, and thereby reduce the mortality associated with these diseases. The high frequency
of clinico-pathological discrepancies questions the validity of mortality reports based on clini-
cal data or verbal autopsy.

Introduction

Healthcare systems worldwide face the challenge of improving the quality of care they deliver
in order to improve health outcomes. Complete autopsy is the gold standard methodology for
cause of death investigation and is the most informative tool for retrospective quality assess-
ment of clinical diagnoses [1,2]. Previous studies comparing clinical diagnoses and autopsy
findings revealed major discrepancies in approximately 10-40% of the deceased patients
undergoing post-mortem examination [3-5]. Thus, complete diagnostic autopsy is an impor-
tant tool for quality control of clinical practice [6,7].

However, autopsy rates have been declining over the past decades [3-5,8,9]. The reasons
for this decline have been discussed previously in literature [3,4,6] and include, among others,
introduction of modern diagnostic tools in clinical practice. However, it is widely accepted
that clinico-pathological discrepancies still occur even in the era of high-tech medicine
[7,8,10], being much more frequent in low and middle income countries (LMIC), in which the
availability of diagnostic techniques is limited [9]. Therefore, autopsies still have a crucial role
in quality control of the clinical diagnosis and overall patient management. Learning from
individual and system-related diagnostic errors can contribute to improving the quality of care
[4].

In this study, we assessed the concordance between clinical and autopsy diagnoses by deter-
mining the major and minor discrepancy rates in a total of 112 consecutive autopsies per-
formed in adults, excluding maternal deaths, conducted at the Maputo Central Hospital
(MCH) in Mozambique. We analysed the influence of several factors on the frequency of
major discrepancies, including diagnostic category, HIV infection and length of time from
admission to death. We also evaluated the association between clinical signs and symptoms
and frequency of errors. These results could contribute to identifying future patients at a
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higher risk of misdiagnosis and may help to define strategies to implement diagnostic tests to
confirm or exclude frequent diseases causing death.

Material and methods
Study area and design

This was an observational study performed from November 2013 to March 2015 at the Depart-
ment of Pathology in collaboration with the Department of Internal Medicine of the Maputo
Central Hospital, a 1500-bed public tertiary health care centre in Maputo city, the capital of
Mozambique. The study was part of the validation of minimally invasive autopsy (MIA)
against the gold standard complete autopsy [11-14]. The inclusion criteria were: 1) a complete
autopsy requested by the clinician as part of the medical evaluation of the patient; 2) verbal
informed consent to perform the autopsy given by the relatives; and 3) age older than 15 years.
Traumatic and maternal deaths were excluded from this analysis. From November 2013 to
March 2015, two autopsies were prospectively included per day. In order to select these two
cases per day among the daily autopsy requests received at the department (between 5 and 12
per day) without introducing selection biases, the two patients with death recorded closest to
before the time of 8.00 a.m. were included in the study.

Autopsy procedures and laboratory analyses

A detailed description of the pathological and microbiological methodology of the complete
autopsies has been reported previously [11-14]. Briefly, a dissection was performed with mac-
roscopic evaluation of all the organs following a standardized macroscopic protocol [15]. Sam-
ples of blood, cerebrospinal fluid (CSF), liver, lungs, bone marrow, central nervous system
(CNS), heart, kidney, spleen and any grossly identified lesion were obtained. Samples were
obtained from all the organs for microbiological and histological analyses.

Macroscopic and microscopic autopsy data were evaluated by a team of two pathologists.
For histologic examination, all samples were routinely stained with haematoxylin and eosin.
Complementary histochemical and/or immunohistochemical stains were also performed if
required for the diagnosis. Two microbiologists analysed the microbiological results according
to methodology described elsewhere [13]. Briefly, universal screening was performed in all the
cases, including the detection of Plasmodium falciparum by PCR, detection of antibodies
against human immunodeficiency virus (HIV)-1/2, as well as cultures for bacteria and fungi
using blood and CSF samples. Determination of viral load was also performed in samples
tested positive for antibodies against HIV. Additional microbiological screening tests were
included in all HIV-positive cases, including real time PCR in CSF, CNS and lung for Toxo-
plasma gondii, Mycobacterium tuberculosis and Cryptococcus spp. and in lung samples for
Pneumocystis jirovecii. Other microorganisms were also tested according to the pathological
findings observed in the tissues obtained during the MIA procedure.

Determination of the cause of death

A team composed of a pathologist, a microbiologist, and a clinician with expertise in infectious
diseases and epidemiology evaluated all the data of the autopsy (macroscopic findings, histo-
logical reports and microbiological results) in combination with clinical data, and assigned the
final diagnosis of cause of death (gold standard).

All morbid conditions directly leading to death, underlying conditions (if present), and any
other conditions that could contribute to death were codified according to the International
Classification of Diseases, Tenth Revision (ICD-10). Diagnoses were categorised into the
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following diagnostic groups: tuberculosis, invasive fungal infections, toxoplasmosis, bacterial
sepsis, disseminated viral infections, bacterial pneumonias, viral pneumonias, pericarditis,
bacterial meningitis, viral meningoencephalitis, gastrointestinal infections, malignant tumours
and other non-infectious diseases (cardiovascular, kidney, gastrointestinal and pulmonary dis-
eases). The main final diagnosis was used to define the disease category.

Review of the clinical charts

Clinical information from all the patients recruited was retrospectively abstracted using a stan-
dardised questionnaire (S1 Form). The same investigator (Q.B.) performed the clinical data
abstraction of all cases after thorough revision of the entire medical record. The data collection
included, among others, retrieving demographic data, past medical history, as well as informa-
tion about the inpatient admission process and the clinical information of the disease during
hospitalisation, including signs and symptoms, physical examination, laboratory results, imag-
ing results and treatment received. Up to five clinical diagnoses registered in the medical
record were selected. We assumed that first diagnosis listed in the clinical record was the prin-
cipal diagnosis, and the remaining diagnoses were classified as secondary. All treatments
received by the patients during admission were also evaluated.

Assessment of discrepancies between clinical and autopsy diagnoses

Clinico-pathological discrepancies were classified according to the criteria of Goldman modi-
fied by Battle, and as non-classifiable cases [16-18]. Major discrepancies were directly related
to death and were grouped as class I or class II errors. As described previously [19], class I
error had a direct impact on the survival of the patient t (e.g., pulmonary infarction treated

as pneumonia), while class II error, if recognized, would not have altered the survival of the
patient (e.g., missed pneumonia in a patient with disseminated malignant neoplasm). Class III
(non-diagnosed diseases that would have eventually affected the prognosis) and class IV dis-
crepancies involved minor diagnoses, unrelated to cause of death [19]. Concordant diagnoses
were classified as class V and non-classifiable cases were included in class VI (e.g., autopsy
with no-conclusive diagnosis).

Each case was assessed blindly by two investigators (C.Mo., A.L.G.B.) and the two inter-
pretations were compared. Discrepant cases were evaluated by a third rater (C.Me.). Each
rater was provided with an excel file containing the following information: a) autopsy final
diagnosis, antecedent causes, and other significant conditions; b) clinical diagnoses extracted
from the medical record including up to five diagnoses. Assessment of the clinical errors was
made unidirectionally, that is, looking at whether the autopsy diagnosis was identified among
the clinical diagnoses, regardless of whether there were other clinical diagnoses not confirmed
by the autopsy. A case was classified as a major discrepancy only when there was no coinci-
dence between any of the five clinical diagnoses listed by the clinicians and the final cause of
death identified at the autopsy. In each case, only the worst diagnostic error was considered.
The etiological agent was considered to assess a clinic-pathological discrepancy for specific
infectious diseases including tuberculosis, toxoplasmosis, and invasive fungal diseases. Once
the assessment of the clinic-pathological discrepancy had been completed, the treatments
received by the patients were evaluated in order to verify the coherence with the clinical
diagnoses.

Definitions and statistical methods

False-negative cases contained class I and II discrepancies in which the autopsy diagnosis was
in the assessed diagnostic category but the clinical diagnosis was in another category. False-
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positive diagnoses were cases with major discrepancies (class I and II), in which the clinical
diagnosis was in the assessed diagnostic category but not the autopsy diagnosis. The concor-
dance between raters was assessed by the Kappa statistic, which adjusts for chance agreement,
and interpreted as suggested by Landis and Koch [20]. Proportions were compared by chi-
square test, and logistic regression with penalised likelihood was used to evaluate factors asso-
ciated with major clinical errors [21,22].The sensitivity, specificity, positive (PPV) and negative
predictive values (NPV) for each diagnosis were calculated. Data were analysed with the
STATA program (Version 15, StataCorp 2017, College Station, TX, USA).

Results

The study included 112 autopsies performed in adults (57 males and 55 females, median age
37 years, range 15-76). Seventy-three out of the 112 patients (65%) tested positive for antibod-
ies against HIV in the blood obtained at complete autopsy. The final cause of death was attrib-
uted by the autopsy to infectious disease in 80/112 (71%) cases, followed by malignant
tumours in 16/112 (14%) and other non-infectious disease in 16/112 (14%) cases.

In 87 out of the 112 cases, the two raters attributed the same type of error (78% agreement).
The kappa value between the two evaluations was 0.6520 (95% CI 0-5423-0.7616, p<0.0001,
substantial agreement). A discordant evaluation was observed in 25 cases (22%), thus requiring
a third evaluation.

Overall, diagnostic discrepancy was observed in 71/112 (63%) of the cases. A major diag-
nostic discrepancy was detected in 65 (58%) deaths, 63 (56%) of which were classified as class
I, and two (2%) as class II. A minor diagnostic discrepancy (class III or IV) was identified in
six cases (5%) and included one class III, and five class IV errors. In 41 deaths (37%), there was
complete agreement between the clinical and the autopsy diagnoses (class V). No time trends
concerning the clinical-pathological discrepancies were identified throughout the years (25/45
[56%] of major errors in 2013 vs. 40/67 [60%] in 2014; p = 0.6629).

Table 1 shows the causes of death detected in the autopsy, the number of clinical diagnoses
for each cause of death suspected pre-mortem by the clinician, the number and percentage of
false negative (major diagnostic errors) and false positive diagnoses, as well as the sensitivity,
specificity, PPV, and NPV of the clinical diagnosis for each diagnostic category.

A major discrepancy was observed in 56/80 (70%) of the deaths of infectious origin. The
diagnosis of tuberculosis was not clinically suspected in 15/23 cases (65% major clinical dis-
crepancies). A major clinical error was observed in 9/16 (56%) of miliary tuberculosis, 4/5
(80%) of pulmonary tuberculosis and 2/2 (100%) of tuberculous meningitis.

A diagnosis of invasive fungal infection was clinically unsuspected in 9/11 cases (82% major
clinical discrepancies). A major clinical error was identified in 5/7 cryptococcosis, 2/2 pulmo-
nary pneumocystosis, 1/1 mucormycosis and 1/1 disseminated candida infection). None of the
eight cases of toxoplasmosis confirmed in the autopsy was clinically suspected (100% major
clinical discrepancies).

The diagnosis of bacterial sepsis was not clinically suspected in 9/12 cases (75% major clini-
cal discrepancies). Bacterial pneumonia was not clinically suspected in 7/13 cases (54% major
discrepancies). Bacterial infections of the CNS were not clinically suspected in 4/7 cases (57%
major clinical discrepancies).

The diagnosis of malignant tumour was missed in 5/16 cases (31% major discrepancies; 0/5
liver cell carcinoma, 0/3 carcinoma of the uterine cervix, 1/3 malignant lymphomas, 1/2 Kapo-
si’s sarcoma, 1/1 myeloid leukaemia, 1/1 brain tumour, 1/1 undifferentiated malignant tumour
of unknown primary).
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Table 1. Causes of death determined by the autopsy and the clinical diagnosis, absolute numbers and percentages of false negative and false positive clinical diagno-
ses and sensitivity, specificity, PPV, and NPV of the clinical diagnosis for each diagnostic category.

Autopsy diagnosis | Clinical diagnosis False False Sensitivity Specificity Positive Negative
negative | positive predictive predictive
diagnosis | diagnosis value value

n n n % n | % % 95%CI % 95%CI % 95%CI % 95%CI
Tuberculosis 23 19 15 | 65 | 11 | 12 | 34 16-57 88 79-94 | 42 | 20-66 | 84 75-91
Invasive fungal infections 11 7 9 | 82 5 5 18 2-52 95 89-98 | 29 4-71 91 84-96
Toxoplasmosis 8 2 8 100 | 2 2 0 0-37 98 | 93-100 0 0-84 93 86-97
Bacterial sepsis 12 5 9 75 2 2 25 5-57 98 | 93-100 | 60 15-95 92 85-96
Disseminated herpesvirus 1 1 0 0 0 0 | 100 | 2-100 | 100 | 97-100 | 100 | 2-100 | 100 | 97-100
Bacterial pneumonia 13 21 7 54 | 15 | 15 | 46 19-75 85 76-91 29 11-52 92 85-97
Viral pneumonia 2 0 2 100 | O 0 0 0-84 100 | 97-100 - - 98 | 94-100
Pericarditis 1 1 0 0 0 0 | 100 | 2-100 100 | 97-100 | 100 | 2-100 | 100 | 97-100
Bacterial meningitis 4 18 3 75 17 | 16 | 25 1-81 84 76-91 6 0-27 97 91-99
Viral meningoencephalitis 3 4 2 67 | 3 3 33 1-91 97 | 92-99 | 25 1-81 98 | 93-100
Gastrointestinal infection 2 6 1 50 5 5 50 1-99 95 90-98 17 0-64 99 | 95-100
Malignant tumours 16 24 5 31 13 | 14 | 69 41-89 86 78-93 46 26-67 94 87-98
Cardiovascular disease 11 19 1 9 9 9 91 | 59-100 | 91 84-96 53 | 29-76 | 99 | 94-100
Gastrointestinal diseases 2 3 1 50 2 2 50 1-99 98 | 94-100 | 33 1-91 99 | 95-100
Kidney disease 1 6 1 100 | 6 5 0 0-97 95 89-98 0 0-46 99 | 95-100
Pulmonary disease 2 1 1 50 0 0 50 1-99 100 | 97-100 | 100 | 2-100 99 | 95-100

CI: Confidence interval

https://doi.org/10.1371/journal.pone.0220657.t001

The diagnosis of other non-infectious disease was not suspected as a cause of death in 4/16
cases (25% major discrepancies; 1/11 cardiovascular disease, 2/3 renal and gastrointestinal dis-
eases and 1/2 pulmonary diseases).

“Eighty-six of the patients died at the internal medicine wards, 15 at the emergency room
and 11 at the intensive care unit. No differences were observed in percentage of major errors
between deceases occurring at the different units (49/86 [57%], 9/15 [60%] and 7/11 [64%],
respectively, p = 0.9465).”

S1 Table shows the age, the sex, the HIV status as reported in the clinical records, the clini-
cal diagnoses (up to five) registered in the clinical records, the autopsy diagnosis, the HIV sta-
tus at autopsy, and the final assessment of the clinico-pathological discrepancy of each
particular patient. Meningoencephalitis was the most common false positive diagnosis.
Although some of the diseases established as the autopsy diagnosis could cause meningoen-
cephalitic symptoms (e.g. tuberculosis, cryptococcosis, etc.), none of these patients had
received adequate treatment for the disease causing death.

HIV infection was clinically known in 62 out of the 73 patients (85%) in whom HIV anti-
bodies were identified in the autopsy, whereas HIV had not been documented in 11 patients.
Six of the 11 cases with no HIV test performed pre-mortem had died within 24 hours of admis-
sion. According to the clinical records, only 48/73 HIV-positive patients (66%) had received
antiretroviral therapy prior to admission. Table 2 shows the distribution of the clinico-patho-
logical discrepancies and the main cause of death according the HIV status. The percentage of
major errors in HIV-positive patients was higher than in HIV-negative patients.

Information on the latest CD4 T-cell counts was available in 21/73 HIV positive subjects.
No differences in percentage of major errors were observed between patients with <200 and
>200 CD4 cells/rmm3 (6/8, 75% vs. 12/13, 93%; p = 0.5308). No differences were observed
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Table 2. Distribution of the clinico-pathological discrepancies and the main cause of death according the HIV
status.

HIV status

Negative Positive
Clinico-pathological error N % N % p-value
Class 16 (41%) 47(64%) 0.0059 *
Class IT 1 (3%) 1 (1%)
Class III 1 (3%) 0 (0%)
Class IV 0 (0%) 5(7%)
Class V 21 (54%) 20 (27%)
Type of error
Major 17 (44%) 48 (48%) 0.0236 >
None/Minor 22 (56%) 25 (34%)
Diagnostic group
Infectious disease 21 (26%) 59 (74%) 0.0009 *
Malignant neoplasm 6 (38%) 10 (62%)
Other disease 12 (75%) 4 (25%)

2: Fisher’s exact test

?; Chi-square test

https://doi.org/10.1371/journal.pone.0220657.1002

wither in relation to viral load (5/7, 71% in patients with >100,000 copies, 28/46, 61% in
patients with 15-100,000 copies, 14/20, 70% in patients with positive HIV antibodies and no
quantifiable viral copies; p = 0.7542). Information on prophylactic cotrimoxazol was available
in 55/73 HIV positive subjects. No differences were observed between patients receiving or not
prophylactic cotrimoxazol (17/29, 59% vs. 18/26 69%; p = 0.5752).

Opverall, 38 patients (34%) died within 24 hours of admission, 19 (17%) between 24-48
hours and 53 (47%) more than 48 hours after admission. No data on time between admission
and death was available in two cases (2%). No statistically significant association was identified
between time from admission to death and percentage of major discrepancies (24/38, 63%
major clinical errors in patients who died within 24 hours of hospitalisation, and 40/72; 55% in
patients who died after 24 hours of hospitalisation, p = 0.4421; 34/57, 60%, major clinical
errors in patients who died within 48 hours vs. 30/53, 57%, in patients who died after 48 hours
of hospitalisation, p = 0.7463).

The most relevant associations between demographic data, clinical symptoms at admission
and biochemical and imaging results, and type of clinic-pathological discrepancies are shown
in Table 3. The table includes all statistically significant associations, as well as some relevant
demographic data. The crude model, as well as the model adjusted for HIV status is presented.
In the crude analysis, major discrepancies were most frequent in patients who presented head-
ache and had been under antiretroviral treatment. No association was identified between other
demographic data (urban or rural origin, ethnic group, smoking habit, and alcoholism), symp-
toms and signs at admission (cough, dyspnea, diarrhea, vomiting, convulsions, abdominal
pain, oliguria, dysuria, haematuria, diabetes, hypertension, treatments received before admis-
sion, weight, nutritional status, axillar temperature, dehydration, oedema, adenopathy, pallor,
jaundice, hepatomegaly, splenomegaly, petechial rash, exanthema, coma), biochemical and
imaging results (anaemia, leukocytes, urine, liver and renal analytical data) and treatments
received during hospitalisation. When adjusting for HIV status only previous antiretroviral
treatment was statistically significant.

PLOS ONE | https://doi.org/10.1371/journal.pone.0220657 September 6, 2019 7/13


https://doi.org/10.1371/journal.pone.0220657.t002
https://doi.org/10.1371/journal.pone.0220657

@ PLOS|ONE

Clinico-pathological discrepancies in adult death in sub-Saharan Africa

Table 3. Relevant associations between demographic data, clinical symptoms at admission and biochemical and imaging results, and type of clinico-pathological
discrepancies. The crude model, as well as the model adjusted for HIV status is presented.

Type of error Crude model ! Adjusted model
None/Minor Major Odds Ratio p-value Odds Ratio p-value
(N=47) (N = 65) (95%CI) (95%CI)

Sex 2

Male 24 (51%) 34 (52%) 1 - 1 -

Female 23 (49%) 31 (48%) 0.9 (0.4-2.0) 0.8967 0.9 (0.3-2.9) 0.8529
Age at death (years) 3 41.4 (13.7) 38.0 (13.0) 1.0 (0.9-1.0) 0.1972 1.0 (0.9-1.1) 0.9949
Elapsed time between admission and death (hours) ° 106.7 (125.4) 95.2 (122.3) 1.0 (1.0-1.0) ° 0.6203 1.0 (1.0-1.0) 0.7869
Fever prior to admission > 16 (34%) 33 (51%) 2.0 (0.9-4.2) 0.0835 0.7 (0.2-2.5) 0.6155
Headache > 6 (13%) 23 (35%) 3.5(1.3-9.3) | 0.0107 4.5(0.7-27.8) | 0.1058
Antiretroviral treatment * 14/29 (48%) 34/41 (83%) 49(1.7-14.3) 0.0034 5.6 (1.5-2.5) 0.0114
CoD group >

Infectious diseases 24 (51%) 56 (86%) 1 0.0007 1 0.0620

Malignant neoplasms 11 (23%) 5(8%) 0.2 (0.1-0.6) 0.2 (0.0-0.9)

Other diseases 12 (26%) 4 (6%) 0.2 (0.1-0.5) 0.2 (0.0-1.7)
HIV-status > 25 (53%) 48 (74%) 2.4 (1.1-5.4) 2.2 (0.4-12.8)

': Penalized-Logistic regression
2. absolute number (percentage)
3. Arithmetic Mean (Standard Deviation)

https://doi.org/10.1371/journal.pone.0220657.t003

Discussion

To our knowledge, this is the first study conducted in sub-Saharan Africa focused on clinico-
pathological discrepancies based on complete diagnostic autopsy and including extensive sero-
logical and microbiological evaluation comprising HIV testing, as well as classical cultures and
molecular tests for bacteria, fungi, viruses, and parasites. There was a high frequency of clin-
ico-pathological discrepancies in this series of adult autopsies carried out in a tertiary-referral
hospital in Mozambique, with most being major errors. Importantly, in most patients a change
in clinical management could have significantly modified the prognosis (class I errors). The
proportion of discrepancies was higher than the rate reported in most studies [18,23-25], but
similar to the percentage observed in our previous study on maternal deaths conducted in
2009 in the same institution (Maputo Central Hospital) and also based on complete autopsy
[19]. Clinical errors were more frequent in patients with infectious diseases than in patients
with tumours or other diseases. A high rate of false negative diagnoses was found for infectious
diseases (100% for toxoplasmosis, 82% for fungal infections, 75% for bacterial sepsis and bacte-
rial meningitis, 65% for tuberculosis, and 54% for bacterial pneumonia). Interestingly, the
only clinical symptom associated with an increased frequency of major errors was headache,
probably related to the high rate of false negative diagnoses in patients with infections causing
meningoencephalitis such as toxoplasmosis and cryptococcosis. No association was found
between the time from admission to death and the percentage of major discrepancies.

Previous studies have also shown higher rates of diagnostic errors for infectious diseases
than other conditions [18,23-25]. False negative results can be due to underestimation of the
prevalence of the infectious diseases, inadequate synthesis in the diagnostic process, and the
poor sensitivity of the diagnostic tests available [26-28]. The results of our study suggest that
adequate knowledge of the prevalence of infectious diseases along with an increased level of
suspicion for most frequent infections and the implementation of accurate, low-cost,
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diagnostic tools may lead to decline of major and minor diagnostic errors [19,26,29] and may
have an impact on decreasing mortality rates.

Interestingly, the percentage of major discrepancies was higher in HIV-positive than in
HIV-negative patients. Diagnostic discrepancies rates in HIV positive patients are high in
other sub-Saharan countries [30]. In addition, the high frequency of multiple microbiological
agents in HIV-positive patients makes clinical diagnosis difficult and contributes to misdiag-
nosis or misinterpretation of complementary diagnostic methods [30]. In 85% of the HIV-pos-
itive patients, the infection had been adequately identified during life; however, only 66% of
these patients were on antiretroviral therapy. Limited access to necessary diagnostic tests in
support of HIV/AIDS and associated co-infections, such as CD4 cell counts, viral load, tuber-
culosis microscopy or molecular diagnosis, drug susceptibility testing, and cryptococcal anti-
gen testing among others, negatively contributes to the adequate clinical diagnosis, and
consequently delays initiation of drug therapy in LMIC, particularly in sub-Saharan Africa
[31,32]. These features have a critical impact on life expectancy. Laboratory infrastructure and
capacity are sub-optimal or do not exist at all in rural settings of many LMIC, which results in
a very limited diagnostic capacity. As a consequence, treatment is commonly administered in
the absence of diagnostic testing, which, in addition to the possible inadequacy of the drug,
potentially accelerates the incidence of drug-related toxicity and the onset of drug resistance.
Barriers for the expansion of necessary diagnostic testing of major infectious diseases include a
severe deficit of qualified laboratory personnel, inadequate training and insufficient educa-
tional programmes for specific diagnostic tests, inadequate standards and accreditation sys-
tems for different type of laboratories and a lack of quality control programmes. All these
limitations interfere with the quality of the tests. The cost of diagnostic equipment and con-
sumables are also challenging in most LMIC [33]. Financial constraints hamper improvements
in laboratory services, maintenance of equipment, and the procurement of laboratory supplies.

The significant reduction of diagnostic errors reported in high-income countries in the last
decades has mainly been attributed to the improvement of clinical skills and to the impact of
new diagnostic procedures [26]. Autopsy has the dual role of a method whereby diagnostic
errors can be detected and a source of knowledge to be applied to future cases, and has influ-
enced learning and provided additional data on local epidemiology of diseases. The almost
complete absence of studies based on autopsy data and focused on diagnostic errors is a severe
handicap for medical practice in sub-Saharan Africa. The increase of autopsy studies could
help to reduce mortality by providing information critical to improve diagnostic accuracy and,
therefore, clinical management.

Our study has some limitations. First, because our study was conducted in a large national
reference and university tertiary hospital, the findings observed cannot be extrapolated to
other healthcare facilities since a lower frequency of clinico-pathological discrepancies has
been reported in tertiary hospitals [18]. Thus, in primary or small health facilities the number
of diagnostic errors could be higher. On the other hand, complicated or severely ill patients are
often referred to large hospitals resulting in a high number of cases of increased diagnostic dif-
ficulty. Secondly, similarly to what has been reported in other studies [26], we found a dis-
agreement rate of 22% in class assignment, which reflects the difficulties in classifying the
discrepancy classes in some cases, which could be a limitation of the discrepancy classification.

Importantly, major clinico-pathological discrepancies may have important implications for
research. It is well known that the main source of information on the causes of death in LMIC
is verbal autopsy (method in which the cause of death is determined by analysis of interviews
to relatives or caretakers of the deceased) [34]. Obviously, verbal autopsy has been questioned
because it is subject to a relatively high degree of misclassification error [35,36]. Our data indi-
cate that medical records, and, probably also verbal autopsy diagnoses contain important a
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significant proportion of inaccuracies [37]. Interestingly, the studies based on these methodol-
ogies tend to underreport infectious diseases [38], especially in sub-Saharan Africa, vital statis-
tics, clinical registries, randomised trials, mortality reports and health policy decision, might
be based on incorrect causes of death, as autopsy is rarely the source of information.

In conclusion, major clinico-pathological discrepancies are still frequent in resource con-
strained settings including tertiary referral institutions in sub-Saharan Africa. Increasing the
level of clinical suspicion for most frequent infectious diseases and introduction of simple
diagnostic tests could significantly improve the recognition of common and life-threatening
infections, and thereby reduce the associated mortality. The high frequency of clinico-patho-
logical discrepancies questions the validity of mortality reports based on clinical data or verbal
autopsy.
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