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Abstract
Background: In an external validation study, model recalibration is suggested once 
there is evidence of poor model calibration but with acceptable discriminatory abili-
ties. We identified four models, namely RISC- Malawi (Respiratory Index of Severity 
in Children) developed in Malawi, and three other predictive models developed in 
Uganda by Lowlaavar et al. (2016). These prognostic models exhibited poor calibration 
performance in the recent external validation study, hence the need for recalibration.
Objective: In this study, we aim to recalibrate these models using regression coeffi-
cients updating strategy and determine how much their performances improve.
Methods: We used data collected by the Clinical Information Network from paediat-
ric wards of 20 public county referral hospitals. Missing data were multiply imputed 
using chained equations. Model updating entailed adjustment of the model's calibra-
tion performance while the discriminatory ability remained unaltered. We used two 
strategies to adjust the model: intercept- only and the logistic recalibration method.
Results: Eligibility criteria for the RISC- Malawi model were met in 50,669 patients, 
split into two sets: a model- recalibrating set (n = 30,343) and a test set (n = 20,326). 
For the Lowlaavar models, 10,782 patients met the eligibility criteria, of whom 6175 
were used to recalibrate the models and 4607 were used to test the performance of 
the adjusted model. The intercept of the recalibrated RISC- Malawi model was 0.12 
(95% CI 0.07, 0.17), while the slope of the same model was 1.08 (95% CI 1.03, 1.13). 
The performance of the recalibrated models on the test set suggested that no model 
met the threshold of a perfectly calibrated model, which includes a calibration slope 
of 1 and a calibration- in- the- large/intercept of 0.
Conclusions: Even after model adjustment, the calibration performances of the 4 
models did not meet the recommended threshold for perfect calibration. This finding 
is suggestive of models over/underestimating the predicted risk of in- hospital mortal-
ity, potentially harmful clinically. Therefore, researchers may consider other alterna-
tives, such as ensemble techniques to combine these models into a meta- model to 
improve out- of- sample predictive performance.
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1  |  BACKGROUND

Prognostic models predict patients' risk of deterioration or poor out-
comes and good models can inform clinical treatment or follow- up 
plans.1 Developing new models without investigating the perfor-
mance of existing models wastes potentially important historical 
data and research efforts.2 External validation of published prog-
nostic models in populations/settings comparable to the model's 
derivation is recommended for establishing model transportability 
and generalisability.3- 5

Most clinical prediction models may not perform well in exter-
nal validation and end up being rejected because of poor predictive 
performance. This is partly because clinical environments continu-
ously evolve in various ways, including shifts in clinical practice, even 
though clinical practice guidelines tend to standardise this.6 Other 
reasons include a change in patient management such as the use of 
aggressive treatment therapies, e.g., use of higher molecules of an-
tibiotics as opposed to the first- line, and the introduction of new 
vaccines, e.g., RTS,S/AS01 which is a world's first malaria vaccine.7 
Such interventions may change the prevalence and clinical presen-
tations of common childhood illnesses, and thus, a clinical prediction 
model developed before these interventions would perform poorly 
when validated in such settings. Variation in case- mix, different time 
points of model development and validation, and dataset drift also 
contribute towards the deterioration of the model performance 
when applied in new samples hence a need for model recalibration 
to contextualise to the local settings.8

Model updating is suggested once there is evidence of poor 
model calibration but acceptable discriminatory abilities in an ex-
ternal validation study.9,10 In the recent external validation study, we 
identified four prognostic models whose calibration estimates sug-
gested an underestimation of in- hospital paediatric mortality risk. 
These models included the Respiratory Index of Severity in Children 
(RISC- Malawi) by Hooli et al. (2016)11 and three other models devel-
oped by Lowlaavar et al. (2016).12

In this study, we aim to recalibrate these models using regression 
coefficients updating strategy and determine how much their per-
formances improve.

2  |  METHODS

2.1  |  Models' calibration metrics

The threshold for a perfectly calibrated score is a model with a cali-
bration slope of 1 and calibration intercept (calibration- in- the large) 

of 0 or an identity line of 45° in the calibration plot indicating lim-
ited chances of over/underestimating the risk of bad outcomes when 
used in clinical practice. Although it is not clear how close these met-
rics should be to the set thresholds for the model to be acceptable, 
there is consensus from the literature that a model has good calibra-
tion if the intercept is close to 0 and the slope is close to 1.13 For 
instance, a model slope of 0.95 was termed “good calibration” by 
Philips et al.,14 and Nakhjavan et al.15 termed a model with a slope of 
0.97 and an intercept of 0.006 “proper calibration”.

2.2  |  Details of the models to be recalibrated

The RISC- Malawi11 model and 3 models by Lowlaavar et al. (2016)12 
were identified in an earlier review3,4 highlighting models predict-
ing in- hospital paediatric mortality. RISC- Malawi is a Respiratory 
Index of Severity in Children (RISC) developed using prospectively 
collected clinical data from a cohort of 14,665 hospitalised children 
aged 2– 59 months with pneumonia in Malawi between 2011 and 
2014. The three models by Lowlaavar et al. (2016)12 utilised a two- 
site prospective observational study in Uganda that enrolled 1307 
children between 6 months and 5 years admitted with a proven or 
suspected infection. A recent external validation study of these 
models suggested that while they had fair discriminatory ability (c- 
statistics ranging from 0.70 to 0.79),16- 18 they were poorly calibrated 
as judged from their calibration slopes and intercepts as shown in 
Figure S1.

The Kenya Medical Research Institute's Scientific and Ethical 
Review Committee approved the Clinical Information Network (CIN) 
project (#3459), whose data are used in the current study of recali-
brating models.

2.3  |  Sources of data

To recalibrate the identified models, we used data collected by 
CIN, which comprises 20 public county referral hospitals in Kenya, 
and had 212,654 patients admitted between January 2014 and 
December 2021. In this network, patient details are systemati-
cally documented by duty clinicians and nurses who provide care 
in the hospitals using a standardised medical record known as the 
Paediatric Admission Record (PAR),19 that has been adopted for use 
by hospitals participating in CIN. Upon discharge or the death of a 
patient, a trained clerk abstracts data from the PAR and other medi-
cal notes into a customised data capture tool designed using a non- 
proprietary Research Electronic Data Capture (REDCap) platform.20

K E Y W O R D S
model recalibration, paediatric mortality, prediction
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    |  315OGERO et al.

2.4  |  Availability of model predictors in the 
recalibration cohort

For the RISC- Malawi model, all predictors were available across all 
20 hospitals contributing to the model's updating dataset except 
for the predictor called unconsciousness. We recoded this predictor 
based on the disability scale of AVPU (Alert, Verbal response, re-
sponse to Pain, Unresponsive) such that a patient was assumed to be 
unconscious if the clinician- rated them as either “P” (only responding 
to pain) or “U” (unresponsive). AVPU is known for the assessment of 
the patient's brain function and is therefore used for the determi-
nation of the level of consciousness.21 For the Lowlaavar models, 
all predictors were available in all hospitals except for the Blantyre 
Coma Score, which was available in only six hospitals for patients ad-
mitted as from September 2019.

The outcome to be predicted by the models was all- 
cause in- hospital paediatric mortality and was documented in each 
patient.

2.5  |  Eligibility criteria for model 
recalibration cohort

To determine appropriate patients to be included in the cohort of 
model recalibration, we applied the same eligibility criteria as were 
used in the original model derivation studies.11,12 In summary, for 
the RISC- Malawi model, we included children aged 2– 59 months 

with an admission diagnosis of pneumonia defined as either cough 
or difficult breathing and any of the danger signs, namely central 
cyanosis, grunting, chest wall indrawing, stridor, inability to drink 
or breastfeed, convulsing, or not being alert based on the disability 
scale of the AVPU scale. For the Lowlaavar models, we included chil-
dren aged 6– 60 months admitted with any confirmed or suspected 
infectious diseases. To achieve these eligibility criteria, we filtered 
out all patients with non- communicable diseases. In each of the two 
model recalibration cohorts, we excluded children admitted for sur-
gery or with burns, trauma, road traffic accidents, poisoning such as 
organophosphate ingestion, and those patients admitted during the 
healthcare workers' strike.

To estimate models' temporal transportability after recalibra-
tion, we split the data meeting the eligibility criteria into a model 
updating set (for recalibrating the model) and test set (for assess-
ing model performance after updating) based on the time of patient 
admission.22 For the RISC- Malawi model, 50,669 patients met the 
eligibility criteria; the updating set included 30,343 patients admit-
ted across all 20 hospitals from January 2014 through December 
2018, while its test dataset included 20,326 patients admitted in 
the same hospitals from January 2019 through December 2021. For 
Lowlaavar models, there were 10,782 patients meeting eligibility cri-
teria. In all, 6175 of these patients admitted from September 2019 
through December 2020 were used to update the models, while 
those admitted to the same hospitals from January 2021 through 
December 2021 (n = 4607) were included in the test set as shown 
in Figure 1.

F I G U R E  1  Populations used to update and test RISC- Malawi model and 3 models by Lowlaavar et al 2016.
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2.6  |  Sample size for model recalibration

Following approaches described by Riley et al.23,24 taking into ac-
count the c- statistics of the original models, the number of pa-
rameters in the original model, and the prevalence of the outcome 
(in- hospital mortality) in the derivation cohort, we computed the 
sample sizes required to recalibrate each of the four models as-
suming an acceptable difference of 0.05 between the apparent and 
adjusted R- squared of the original model. Minimum sample sizes re-
quired for each of the 4 models are provided in the Table S1. For ex-
ample, while sample size calculation approaches required a minimum 
sample size of 1619 for the RISC- Malawi model, our model updat-
ing and test datasets exceeded this. In addition, with mortalities of 
>1000 in RISC- Malawi model datasets and >200 in Lowlaavar model 
datasets, the events- per- variable ratio exceeded the recommended 
ratio of 20.23,25

2.7  |  Assessment of missing data in the model 
recalibration cohort

In model recalibration computations, all prognostic factors are ex-
pected to have data for each patient in a cohort, otherwise records 
with incomplete data are deleted from the analysis resulting in “com-
plete case analysis”, which could lead to a loss of statistical power 
and potentially yield biased estimates.26 Missing data assessment 
suggested that 68.3% and 5.2% of the patients' records for updat-
ing the RISC- Malawi and Lowlaavar models, respectively, risked 
being dropped from the analysis because of the incomplete data in 
the required variables. Refer the Table S2. Owing to the substan-
tial amount of missing data, we undertook multiple imputation by 
chained equations to address the challenge under the assumption of 
data missing at random, where data values are imputed using a set 
of univariate conditional imputation models27 and generate multiple 
“complete” datasets with different plausible values of the missing 
values. As recommended, we included all variables of interest from 
two models in the imputation model and selected other auxiliary 
variables in the database to preserve the relationship among vari-
ables,28,29 giving a total of 53 variables in the imputation model. In 
the model, we specified different imputation options conditional on 
the variable type; for instance, ordered logistic regression option 
was applicable to ordinal categorical variables, the multinomial lo-
gistic regression for nominal multi- level was applicable to categorical 
variables with more than 2 levels, and the binary logistic regression 
for dichotomous categorical variables. Based on the principle that 
the number of imputations must at least be equal to the proportion 
of incomplete data,28 we generated 70 multiply imputed datasets 
since 68% the records were incomplete. Graphical comparisons of 
the kernel density plots of the imputed versus observed values sug-
gested plausible imputed values since the distributions of the val-
ues from the two datasets (imputed and original) appeared identical 
(Figure S2). Model recalibration strategy was then applied to each of 
the 70 imputed datasets and estimates pooled using Rubin's rules.30

2.8  |  Model recalibration strategy

Strategies for model recalibration include adding new predictors or 
updating the model's slope and intercept.10 Since the former strat-
egy is akin to developing a new model which would require another 
external validation, we used the coefficient/intercept updating 
strategy to recalibrate the identified clinical prediction models to 
the local context. The original logistic regression model to be up-
dated follows a standard format as shown in Equation 1 whereby 
the α denotes the model intercept and �1 to �p denotes the vector of 
model coefficients (also called slope) for each prognostic factorX1 to 
Xp (also called covariate).

The right- hand side of the Equation 1 constitutes the linear predictor 
(LPoriginal) of the original model which is a weighted sum of the prog-
nostic factorX1 to Xpin the model, weights being �1 to �p which are 
the regression coefficients. This computation is done for each pa-
tient meeting the eligibility criteria of the two models (RISC- Malawi 
and Lowlaavar) in the updating dataset. The resultant linear predictor 
is used by the recalibration strategies to adjust the model accord-
ingly.10,31 In this work, we explored two strategies namely, updating 
only model intercept (recalibration- in- the- large), and updating of both 
the model intercept and slope (logistic calibration) as described below.

2.8.1  |  Updating model intercept only

This method adjusts only the intercept of the original model such 
that the new intercept is equivalent to the average of the predicted 
in- hospital probabilities in the updated dataset.9 This was achieved 
by fitting a univariable logistic regression model with an outcome 
of in- hospital mortality, and the linear predictor was treated as an 
offset, thereby fixing the constant coefficient of the covariate at 
unity for each observation in the updating dataset. From this model, 
we obtained an intercept that was added to the linear predictor of 
the original model as a correction factor, but the regression coef-
ficients (�1 to �p) of the original model remain unchanged as shown 
in Equation 2.

2.8.2  |  Logistic calibration

This method updated both the model intercept and model slope si-
multaneously for each of the models we were updating. We fit a uni-
variable logistic regression to each of the updating datasets, whereby 
in- hospital mortality was treated as a dependent variable and the 
linear predictor as a covariate. The model yielded two correction 

(1)

log

[

Pr(hospital mortality)

1 − Pr(hospital mortality)

]

= � + �1X1 + �2X2 + ⋯ + �pXp

(2)

log

[

Pr(hospital mortality)

1 − Pr(hospital mortality)

]

=
(

� + �correction factor
)

+ �1X1 + �2X2 + ⋯ + �pXp
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    |  317OGERO et al.

factors that were used to adjust proportionally the original models' 
slope and intercept as shown in Equation 3.31 The advantage of the 
logistic calibration strategy is that the model intercept and slope of 
the original model are adjusted simultaneously, as opposed to the 
calibration- in- the- large strategy, whose usefulness is only limited to 
updating the intercept of the original model based on the observed 
frequency of the outcome.

2.9  |  Assessing performance of the recalibrated 
prognostic models in the test dataset

For each model, we separately applied the two recalibration strat-
egies (intercept only and logistic calibration) as described above. 
Using the recalibrated model in the model- specific test dataset, we 
computed a linear predictor for each patient, which in turn was used 
to compute the patient's predicted risk of mortality via a logistic 
function. Model performance was determined using two metrics, 
namely discriminatory ability, and model calibration. Discriminatory 
ability was determined using the c- statistic (value 0– 1, discriminative 
if >0.7)32,33 while the calibration was measured using the calibration 
slope that summarises agreement between predicted and observed 
risks where values equal to 1 are indicative of accurate predic-
tions while those <1 and >1 suggestive of extreme and moderate 
risk predictions, respectively. Calibration intercept which indicates 
the extent that predictions are systematically too low or too high, 
with predicted risks being under- estimated if >0 or over- estimated 
if <0.34

We also used decision curve analysis to perform a head- to- head 
model comparison. To do this, we applied the eligibility criteria of 
the RISC- Malawi and Lowlaavar models to the CIN population to 
find a common cohort for model comparison. The utility of decision 
curve analytics is to evaluate the clinical impact of implementing 
models in practice.35,36 A model is of clinical utility if the net benefit 
of a model is greater than the scenario of “Treat all” (prioritise all 
patients) and “Treat none” (no patient is prioritised regardless of the 
risk of deterioration).

3  |  RESULTS

3.1  |  Patients' characteristics

The distribution of patient characteristics in the recalibrating and 
test datasets for RISC- Malawi model was similar, although the test 
set had slightly higher mortality 1948 (9.6%) than the updating data-
set 2458 (8.1%). This finding was not unexpected because in the 
cohort for model testing, cases of severe hypoxemia were 24%, 
which was almost twice that of model updating (13.4%), as shown in 
Table 1. However, we noted that cases of severe hypoxemia in the 
RISC- Malawi original study were 12.7% which was comparable with 
that of the model updating dataset. For the Lowlaavar models, there 
were 10,782 patients meeting the eligibility criteria in 6 out of the 20 
hospitals, with an overall in- hospital mortality rate of 5.3%. A sub- 
analysis to understand the distribution of mortality in the cohort 
revealed that mortality was higher (19.4%) among patients classified 
to have abnormal Blantyre Coma Score. In general, no appreciable 
differences were noted in the distributions of model predictors be-
tween updating and test datasets as shown in Table 2.

(3)

log

[

Pr(hospital mortality)

1 − Pr(hospital mortality)

]

=
(

�correction factor
)

+
(

LPoriginal × �correction factor

)

Updating dataset 
(n = 30,343)

Test dataset 
(n = 20,326)

All patients 
(N = 50,669)

Mortality 2458 (8.1%) 1948 (9.6%) 4406 (8.7%)

Child- sex (Female) 13,380 (44.1%) 8804 (43.3%) 22,184 (43.8%)

Age in months Median 
(Min, Max)

13.0 (2.00, 59.0) 13.0 (2.00, 59.0) 13.0 (2.00, 59.0)

Moderate hypoxemiaa 1971 (6.5%) 1904 (9.4%) 3875 (7.6%)

Severe hypoxemiab 4071 (13.4%) 4878 (24.0%) 8949 (17.7%)

Moderately malnourishedc 5245 (17.3%) 3454 (17.0%) 8699 (17.2%)

Severely malnourishedd 1882 (6.2%) 1160 (5.7%) 3042 (6.0%)

Wheezing 3837 (12.6%) 2829 (13.9%) 6666 (13.2%)

Unconsciouse 1774 (5.8%) 1447 (7.1%) 3221 (6.4%)

aDefined as oxygen saturation 90%– 92%.
bDefined as oxygen saturation < 90%.
cDefined as Mid- Upper Arm Circumference (MUAC) of between 11.5 and 13.5 cm.
dDefined as MUAC <11.5 cm.
eDefined as either painful responsive or unresponsive in the disability scale of AVPU (Alert, Verbal, 
Painful responsive, unresponsive).

TA B L E  1  Distribution of clinical 
characteristics of the cohort used to 
recalibrate and test RISC- Malawi model
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318  |    OGERO et al.

3.2  |  Predictive performance of the 
recalibrated models

The RISC- Malawi model slope before recalibration was 1.04 (95% 
CI 1.00, 1.06) indicating regression coefficients were small (close 
to zero) and thus underestimating in- hospital mortality predictions 
in the new patients. On the other hand, the calibration intercept 
was 0.81 (95% CI 0.77, 0.84), indicating that the predicted proba-
bilities are systematically too low. The results of the intercept- only 
method improved model intercept but suggested that recalibra-
tion of the slope was warranted, as provided in Supplementary 
File S1.

From the logistic calibration model of the RISC- Malawi model, 
we obtained correction factors that were used in model adjust-
ment. The adjusted model showed an improvement in the model 
intercept of 0.04 (95% CI −0.003, 0.07) compared with the origi-
nal. However, upon assessing the same model in a test dataset, the 
model intercept deteriorated slightly to 0.13 (95% CI: 0.08– 0.17), 
and the model slope also dropped to 1.08 (95% CI 1.03, 1.13) as 

shown in Figure 2. Compared with the derivation cohort, the dis-
criminative ability of the RISC- Malawi was not any different in the 
updating dataset with a c- statistic of 0.78 (95% CI 0.78, 0.79) but 
was lower in the test set with a c- statistic of 0.75 (95% CI 0.74, 
0.76) as shown in Figure 3.

Calibration of the Lowlaavar models also suggested an improve-
ment in the model intercept and slope (Figure 2). In general, all mod-
els exhibited improvements in calibration performance statistics 
relative to estimates before recalibration. However, none met the 
threshold of a perfectly calibrated model as judged by the slope and 
intercept estimates in the test dataset.

Decision curve analysis was performed using 1120 patients 
who met the eligibility of all models. As shown in Figure 4, the 
curves diverge at the threshold probability of about 9% from the 
scenario of treating all patients. The analysis also shows that the 
RISC- Malawi model's net benefit was slightly greater than all other 
models and the scenarios of “Treat All” as well as the scenario of 
“Treat None” for the predicted probability thresholds between 
20% and 40%.

TA B L E  2  Demographic and clinical characteristics of the cohort used to recalibrate and test Lowlaavar model

Updating (N = 6175) Test (N = 4607) All patients (N = 10,782)

Mortality 327 (5.3%) 243 (5.3%) 570 (5.3%)

Child- sex (Female) 2627 (42.5%) 1881 (40.8%) 4508 (41.8%)

Age in months Median (Min, Max) 24.0 (6.00, 60.0) 24.0 (6.00, 60.0) 24.0 (6.00, 60.0)

HIV diagnosis 52 (0.8%) 23 (0.5%) 75 (0.7%)

Abnormal Blantyre Coma Score 696 (11.3%) 400 (8.7%) 1096 (10.2%)

Weight for Age Z- score Mean (SD) −0.58(1.3) −0.61(1.3) −0.59 (1.33)

Mid- upper Arm Circumference in centimetre (Min, Max) 14.2 (7.0, 21.0) 14.3 (8.6, 21.7) 14.3 (7.00, 21.7)

F I G U R E  2  Calibration performance of the models in various datasets. The left panel shows calibration intercept while that on the right 
shows model slope. The coloured points and the 95% confidence intervals (shown as errors bars) shows the model calibration performances 
in the external validation, updating dataset (for model recalibration), and in the test dataset. The dotted line denotes the references of the 
model intercept (α = 0) and slope(β = 1) for a perfect calibrated model.
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4  |  COMMENT

4.1  |  Principal findings

While the calibration of the models may have improved after recali-
brating, they may not be clinically meaningful in practice as they are 
yet to meet the expected thresholds of a perfectly calibrated model 
(model intercept of 0, and a model slope of 1).

4.2  |  Strengths of the study

We explored avenues for improving the performance of the existing 
prognostic models based on the methodological strategies applied to 
large sample sizes powered enough to recalibrate and test models. In 
addition, the CIN data had both temporal and spatial richness with 
data collected from 20 county referral hospitals from 2014 to 2021.

4.3  |  Limitation of the data

The CIN datasets used to recalibrate and test the RISC- Malawi 
model lacked the “unconsciousness” predictor requiring an auxiliary 
variable AVPU to gauge consciousness levels since it is used to as-
sess patients' brain function.21 We therefore believe that our con-
clusions are still valid even though we used this proxy variable.

4.4  |  Interpretation

Since the objective of this work was not to refit models, the recali-
bration strategies employed here do not change the ranking of the 
patient's predicted risk of in- hospital mortality, and as a result, do 
not affect the models' discriminatory ability. It is possible that a drop 
in AUC in the test dataset could be due to chance. Based on this un-
derstanding, Lowlaavar model 3's low AUC in the test dataset when 

F I G U R E  3  Discriminatory ability of the four models (RISC- Malawi, and the 3 models by Lowlaavar et al) in various datasets. The coloured 
points and the 95% confidence intervals (shown as errors bars) shows the c- statistics of the in the derivation dataset, external validation, 
updating (for model recalibration), and in the test dataset. The dotted line denotes a fair discriminatory ability of the model (c- statistics of ≥0.7)

F I G U R E  4  Decision curve analysis 
for the patients meeting the eligibility 
of all models. The “Treat All” line chart 
assumes all patients are at an increased 
risk of deterioration hence all should be 
prioritised for treatment, whereas the 
“Treat None” line chart assumes that no 
one is at the risk of deterioration hence 
none to be prioritised for treatment. 
The four coloured line charts show the 
net benefit of using models to identify 
patients at risk of deterioration.
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compared with the derivation set underscores the need to validate 
published prognostic models across plausibly similar contexts to as-
certain if the discriminatory ability is consistent in multiple valida-
tion datasets.

A miscalibrated prognostic model has been termed “clinically 
harmful” because it reduces the net benefit of its applicability in 
identifying risky patients for treatment.37 Therefore we conducted 
decision curve analytics, which suggested that no model yielded a 
substantial net benefit across the threshold probabilities suggestive 
of underestimating the mortality risk.

Suboptimal calibration performances of the updated models can 
be explained by predictor- outcome associations having substantially 
different populations in derivation, updating, and the test dataset.10 
For instance, when compared with the pneumonia case- fatality 
in the derivation dataset of 3.2%, the dataset used to update and 
test the RISC- Malawi model had a higher pneumonia case- fatality 
of 8.1% and 9.6%, respectively, as shown in Figure 1. On the other 
hand, mortality in the dataset used to recalibrate and test Lowlaavar 
models was not any different from the derivation cohort.

While it is more common for researchers to develop new 
prognostic models and sometimes even without regard to meth-
odological rigour,3,4 there is growing interest among researchers 
to recalibrate existing models to align with local context and be 
applied in clinical practice if found to be suitable. However, in the 
literature of prognostic research, what constitutes acceptable dif-
ferences between the expected calibration thresholds and the ob-
served model calibration performances has not been established. 
Further, the number of external validations a prognostic model is 
expected to have been subjected to before model updating is jus-
tified is unknown. In addition, even if a predictive model would be 
subjected to repeated model recalibrations, it is likely that predic-
tion performance will plateau where no further meaningful gain 
will be realised.38 Therefore, researchers might consider ensemble 
machine learning techniques such as stacking of point estimate or 
posterior predictive probabilities to combine the predictive abil-
ities of various competing models to yield a meta- model whose 
predictive performance would certainly be relatively better than 
that of a single model.39

5  |  CONCLUSIONS

Due to sampling variations, any model can perform slightly differ-
ently when applied to new patient samples. It is commonplace for 
researchers to develop new models, but this practise wastes infor-
mation gleaned from previous prognostic modelling efforts and can 
lead to overfitting models lacking generalisability. We demonstrated 
that prognostic models can be updated using simple recalibration 
strategies and observed an improvement despite not meeting the 
expected calibration thresholds. This calls for a computational 
method to combine these models into one meta- model to improve 
out- of- sample predictive performance.

AUTHOR CONTRIBUTIONS
The roles of the contributors were as follows: RS, SA, and MO con-
ceptualised the study. MO drafted the initial manuscript with SA, TT, 
JA, JN and RS, contributed to its development. All authors read and 
approved the final manuscript.

ACKNO WLE DG E MENTS
Clinical information network (CIN) was supported by a Senior 
Wellcome Fellow award (number 207522 to Mike English) that pro-
vided funding for the study. Samuel Akech was supported by the 
Initiative to Develop African Research Leaders Wellcome Trust 
(award number 107769). All authors acknowledge the support of the 
Wellcome Trust to the Kenya Major Overseas Programme (#092654 
and # 203077).

DATA AVAIL ABILIT Y S TATEMENT
The data that support the findings of this study are available on re-
quest from the corresponding author. The data are not publicly avail-
able due to privacy or ethical restrictions.

ORCID
Morris Ogero  https://orcid.org/0000-0003-0117-6289 
Jalemba Aluvaala  https://orcid.org/0000-0002-0851-3711 

R E FE R E N C E S
 1. Vogenberg FR. Predictive and prognostic models: implications for 

healthcare decision- making in a modern recession. Am Health Drug 
Benef. 2009;2(6):218- 222.

 2. Kwakkel G, Wagenaar RC, Kollen BJ, et al. Predicting disabil-
ity in stroke— a critical review of the literature. Age Ageing. 
1996;25(6):479- 489.

 3. Ogero M, Sarguta R, Malla L, et al. Methodological rigor of prognos-
tic models for predicting in- hospital paediatric mortality in low- and 
middle- income countries: a systematic review protocol. Wellcome 
Open Res. 2020;5:102- 108.

 4. Ogero M, Sarguta RJ, Malla L, et al. Prognostic models for predict-
ing in- hospital paediatric mortality in resource- limited countries: a 
systematic review. BMJ Open. 2020;10(10):e035045.

 5. Steyerberg EW, Harrell FE. Prediction models need appropriate in-
ternal, internal– external, and external validation. J Clin Epidemiol. 
2016;69:245- 247.

 6. Ogero M, Akech S, Malla L, et al. Examining which clinicians provide 
admission hospital care in a high mortality setting and their adher-
ence to guidelines: an observational study in 13 hospitals. Arch Dis 
Child. 2020;105:648- 654.

 7. Akech S, Chepkirui M, Ogero M, et al. The clinical profile of severe 
pediatric malaria in an area targeted for routine RTS, S/AS01 malaria 
vaccination in Western Kenya. Clin Infect Dis. 2020;71(2):372- 380.

 8. Finlayson SG, Subbaswamy A, Singh K, et al. The clinician and data-
set shift in artificial intelligence. N Engl J Med. 2021;385(3):283- 286.

 9. Steyerberg EW, Borsboom GJ, van Houwelingen HC, et al. Validation 
and updating of predictive logistic regression models: a study on 
sample size and shrinkage. Stat Med. 2004;23(16):2567- 2586.

 10. Su T- L, Jaki T, Hickey GL, Buchan I, Sperrin M. A review of statistical 
updating methods for clinical prediction models. Stat Methods Med 
Res. 2018;27(1):185- 197.

 11. Hooli S, Colbourn T, Lufesi N, et al. Predicting hospitalised 
Paediatric pneumonia mortality risk: an external validation of RISC 

 13653016, 2023, 4, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/ppe.12948 by IN

A
SP - K

E
N

Y
A

 U
niversity of N

airobi, W
iley O

nline L
ibrary on [30/10/2023]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense

https://orcid.org/0000-0003-0117-6289
https://orcid.org/0000-0003-0117-6289
https://orcid.org/0000-0002-0851-3711
https://orcid.org/0000-0002-0851-3711


    |  321OGERO et al.

and mRISC, and local tool development (RISC- Malawi) from Malawi. 
PLoS One. 2016;11(12):1- 13. doi:10.1371/journal.pone.0168126

 12. Lowlaavar N, Larson CP, Kumbakumba E, et al. Pediatric in- hospital 
death from infectious disease in Uganda: derivation of clinical pre-
diction models. PLoS One. 2016;11(3):e0150683.

 13. Miller ME, Hui SL, Tierney WM. Validation techniques for logistic 
regression models. Stat Med. 1991;10(8):1213- 1226.

 14. Phillips RS, Sung L, Amman RA, et al. Predicting microbiologically 
defined infection in febrile neutropenic episodes in children: global 
individual participant data multivariable meta- analysis. Br J Cancer. 
2016;114(6):623- 630.

 15. Nakhjavan- Shahraki B, Yousefifard M, Oraii A, et al. Prediction of 
clinically important traumatic brain injury in pediatric minor head 
trauma; proposing pediatric traumatic brain injury (PTBI) prognos-
tic rule. Int J Pediatr. 2017;5(1):4127- 4135.

 16. Bijlsma MW, Brouwer MC, Bossuyt PM, et al. Risk scores for out-
come in bacterial meningitis: systematic review and external valida-
tion study. J Infect. 2016;73(5):393- 401.

 17. Muller MP, Tomlinson G, Marrie TJ, et al. Can routine laboratory 
tests discriminate between severe acute respiratory syndrome and 
other causes of community- acquired pneumonia? Clin Infect Dis. 
2005;40(8):1079- 1086.

 18. Rees CA, Hooli S, King C, et al. External validation of the RISC, 
RISC- Malawi, and PERCH clinical prediction rules to identify risk 
of death in children hospitalized with pneumonia. J Glob Health. 
2021;11:1645- 1649.

 19. Ministry of Health (MOH) [Kenya]. Paediatric Admitting Record 
Form. Ministry of Health; 2015 Available from: http://www.idoc- 
africa.org/image s/docum ents/Paeds %202_a_- %20PAR %20Pae 
diatr ic%20Adm ittin g%20Rec ord%20Form.pdf2016

 20. Harris PA, Taylor R, Thielke R, Payne J, Gonzalez N, Conde JG. 
Research electronic data capture (REDCap)– a metadata- driven 
methodology and workflow process for providing translational re-
search informatics support. J Biomed Inform. 2009;42(2):377- 381. 
doi:10.1016/j.jbi.2008.08.010

 21. Romanelli D, Farrell MW. AVPU score. StatPearls Publishing; 2022.
 22. Austin PC, van Klaveren D, Vergouwe Y, Nieboer D, Lee DS, 

Steyerberg EW. Geographic and temporal validity of prediction 
models: different approaches were useful to examine model per-
formance. J Clin Epidemiol. 2016;79:76- 85.

 23. Riley RD, Snell KI, Ensor J, et al. Minimum sample size for develop-
ing a multivariable prediction model: PART II- binary and time- to- 
event outcomes. Stat Med. 2019;38(7):1276- 1296.

 24. Riley RD, Debray TP, Collins GS, et al. Minimum sample size for ex-
ternal validation of a clinical prediction model with a binary out-
come. Stat Med. 2021;40(19):4230- 4251.

 25. Ogundimu EO, Altman DG, Collins GS. Adequate sample size for 
developing prediction models is not simply related to events per 
variable. J Clin Epidemiol. 2016;76:175- 182.

 26. Harrell FE Jr, Lee KL, Mark DB. Multivariable prognostic models: 
issues in developing models, evaluating assumptions and adequacy, 
and measuring and reducing errors. Stat Med. 1996;15(4):361- 387.

 27. Van Buuren S. Multiple imputation of discrete and continuous 
data by fully conditional specification. Stat Methods Med Res. 
2007;16(3):219- 242.

 28. White IR, Royston P, Wood AM. Multiple imputation using 
chained equations: issues and guidance for practice. Stat Med. 
2011;30(4):377- 399.

 29. Moons KG, Donders RA, Stijnen T, et al. Using the outcome for im-
putation of missing predictor values was preferred. J Clin Epidemiol. 
2006;59(10):1092- 1101.

 30. Rubin DB. Multiple Imputation for Nonresponse in Surveys. John 
Wiley & Sons; 2004.

 31. Janssen K, Moons K, Kalkman C, et al. Updating methods improved 
the performance of a clinical prediction model in new patients. J 
Clin Epidemiol. 2008;61(1):76- 86.

 32. Steyerberg E. Clinical Prediction Models: A Practical Approach to 
Development, Validation, and Updating (Statistics for Biology and 
Health). Springer; 2009.

 33. Steyerberg EW, Vergouwe Y. Towards better clinical prediction 
models: seven steps for development and an ABCD for validation. 
Eur Heart J. 2014;35(29):1925- 1931.

 34. Van Calster B, McLernon DJ, Van Smeden M, et al. Calibration: the 
Achilles heel of predictive analytics. BMC Med. 2019;17(1):1- 7.

 35. Vickers AJ, Elkin EB. Decision curve analysis: a novel method for eval-
uating prediction models. Med Decis Making. 2006;26(6):565- 574.

 36. Vickers AJ, Van Calster B, Steyerberg EW. Net benefit approaches 
to the evaluation of prediction models, molecular markers, and di-
agnostic tests. BMJ. 2016;13:352.

 37. Van Calster B, Vickers AJ. Calibration of risk prediction mod-
els: impact on decision- analytic performance. Med Decis Making. 
2015;35(2):162- 169.

 38. Pirracchio R, Ranzani OT. Recalibrating our prediction models in 
the ICU: time to move from the abacus to the computer: springer. 
2014;40:438- 441.

 39. Polikar R. Ensemble Learning: Scholarpedia; 2009 [2776]. Available 
from: http://www.schol arped ia.org/artic le/Ensem ble_learning

SUPPORTING INFORMATION
Additional supporting information can be found online in the 
Supporting Information section at the end of this article.

How to cite this article: Ogero M, Ndiritu J, Sarguta R, Tuti T, 
Aluvaala J, Akech S. Recalibrating prognostic models to 
improve predictions of in-hospital child mortality in 
resource-limited settings. Paediatr Perinat Epidemiol. 
2023;37:313-321. doi:10.1111/ppe.12948

 13653016, 2023, 4, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/ppe.12948 by IN

A
SP - K

E
N

Y
A

 U
niversity of N

airobi, W
iley O

nline L
ibrary on [30/10/2023]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense

https://doi.org//10.1371/journal.pone.0168126
http://www.idoc-africa.org/images/documents/Paeds 2_a_- PAR Paediatric Admitting Record Form.pdf2016
http://www.idoc-africa.org/images/documents/Paeds 2_a_- PAR Paediatric Admitting Record Form.pdf2016
http://www.idoc-africa.org/images/documents/Paeds 2_a_- PAR Paediatric Admitting Record Form.pdf2016
https://doi.org//10.1016/j.jbi.2008.08.010
http://www.scholarpedia.org/article/Ensemble_learning
https://doi.org/10.1111/ppe.12948

	Recalibrating prognostic models to improve predictions of in-hospital child mortality in resource-limited settings
	Abstract
	1|BACKGROUND
	2|METHODS
	2.1|Models' calibration metrics
	2.2|Details of the models to be recalibrated
	2.3|Sources of data
	2.4|Availability of model predictors in the recalibration cohort
	2.5|Eligibility criteria for model recalibration cohort
	2.6|Sample size for model recalibration
	2.7|Assessment of missing data in the model recalibration cohort
	2.8|Model recalibration strategy
	2.8.1|Updating model intercept only
	2.8.2|Logistic calibration

	2.9|Assessing performance of the recalibrated prognostic models in the test dataset

	3|RESULTS
	3.1|Patients' characteristics
	3.2|Predictive performance of the recalibrated models

	4|COMMENT
	4.1|Principal findings
	4.2|Strengths of the study
	4.3|Limitation of the data
	4.4|Interpretation

	5|CONCLUSIONS
	AUTHOR CONTRIBUTIONS
	ACKNOWLEDGEMENTS
	DATA AVAILABILITY STATEMENT

	REFERENCES


