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Background: Ensuring antibiotics are prescribed only when necessary is crucial for main-
taining their effectiveness and is a key focus of public health initiatives worldwide. In cases
of sinusitis, among the most common reasons for antibiotic prescriptions in children, health-
care providers must distinguish between bacterial and viral causes based on clinical signs
and symptoms. However, due to the overlap between symptoms of acute sinusitis and viral
upper respiratory infections, antibiotics are often over-prescribed.

Objectives: Currently, there are no electronic health record (EHR)-based methods, such
as lab tests or ICD-10 codes, to retroactively assess the appropriateness of prescriptions
for sinusitis, making manual chart reviews the only available method for evaluation, which
is time-intensive and not feasible at a large scale. In this study, we propose using natural
language processing to automate this assessment.

Methods: We developed, trained, and evaluated generative models to classify the appropri-
ateness of antibiotic prescriptions in 300 clinical notes from pediatric patients with sinusitis
seen at a primary care practice in the Children’s Hospital of Philadelphia network. We
utilized standard prompt engineering techniques, including few-shot learning and chain-
of-thought prompting, to refine an initial prompt. Additionally, we employed Parameter-
Efficient Fine-Tuning to train a medium-sized generative model Llama 3 70B-instruct.
Results: While parameter-efficient fine-tuning did not enhance performance, the combina-
tion of few-shot learning and chain-of-thought prompting proved beneficial. Our best results
were achieved using the largest generative model publicly available to date, the Llama 3.1
405B-instruct. On our evaluation set, the model correctly identified 94.7% of the 152 notes
where antibiotic prescription was appropriate and 66.2% of the 83 notes where it was not
appropriate. However, 15 notes that were insufficiently, vaguely, or ambiguously documented
by physicians posed a challenge to our model, as none were accurately classified.
Conclusion: Our generative model demonstrated good performance in the challenging task
of chart review. This level of performance may be sufficient for deploying the model within
the EHR, where it can assist physicians in real-time to prescribe antibiotics in concordance
with the guidelines, or for monitoring antibiotic stewardship on a large scale.

Keywords: Antibiotic Stewardship, Classification, Large Language Models, Generative Sys-
tems
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1. Introduction

Antibiotic stewardship programs (ASPs) aim to optimize the use of antibiotics for specific
conditions and to combat the growing threat of antimicrobial resistance.! Inappropriate pre-
scribing of antibiotics not only contributes to a global health crisis but also exposes patients,
particularly pediatric patients, to unnecessary side effects and disrupts their healthy micro-
biota.? Ensuring that antibiotics are prescribed adequately —only when necessary and with
the correct dosage and duration— is essential for maintaining their efficacy and is a key focus
in public health and research efforts at national and international levels.

Most antibiotic prescribing takes place in the ambulatory setting, and approximately 30%
of all outpatient antibiotic prescriptions are unnecessary; a majority of unnecessary outpatient
prescribing is for acute upper respiratory tract infections.>* In particular, sinusitis which
is among the most common reasons for ambulatory antibiotic prescribing in children.? The
symptoms of acute sinusitis often overlap significantly with those of uncomplicated viral upper
respiratory tract infections. As a result, antibiotics are often over-prescribed for sinusitis,
despite guidelines recommending more conservative use.?°

The Centers for Disease Control and Prevention (CDC) Core Elements of Outpatient
Antibiotic Stewardship recommend tracking and reporting ambulatory antibiotic prescribing.”
Some metrics using data from the electronic health record (EHR) have been developed in order
to measure unnecessary and guideline-discordant prescribing.® Several studies have created
classification models to assess appropriate antibiotic prescribing by linking patient diagnoses
to tier-based rules where the antibiotic prescription is always, sometimes, or never appropriate
depending on the diagnosis.®?19 Others have focused on metrics for specific conditions, such
as acute bronchitis, or have addressed antibiotic selection or duration of therapy.'’"!3 These
metrics have successfully been used in feedback for clinicians and practices and in assessing
the impact of stewardship programs on prescribing.

However, while these metrics and classification schemes perform reasonably well, they have
primarily only used structured data from the EHR, and have not been able to use information
from unstructured text present in clinical notes. This creates a significant gap for conditions in
which the assessment of appropriateness using an electronically-based metric from structured
data is not feasible. For example, in acute sinusitis, healthcare providers must distinguish
bacterial from viral sinusitis based on clinical signs and symptoms alone, and antibiotic pre-
scribing is only considered guideline-concordant for bacterial sinusitis. As such, there are no
lab tests or ICD-10 codes (structured data) that can be used to retroactively measure pre-
scribing appropriateness in the absence of time-intensive manual chart review of clinical notes.
While audits of patient charts have elicited important findings for the field of antibiotic stew-
ardship, there are limitations to manual review.?'4! Retrospective manual review of charts
is labor intensive and time consuming, therefore only small samples of charts can be reviewed,
limiting the potential applications in large scale antibiotic stewardship interventions.

This paper explores the significance of antibiotic stewardship for pediatric sinusitis and
presents a generative system, utilizing a Large Language Model (LLM) approach, to automate
the analysis of unstructured notes from pediatric primary care practices to determine justified
vs unjustified prescription of antibiotics given a case presentation, seeking to enable a large-

140



Pacific Symposium on Biocomputing 2025

scale study that aims to improve prescribing practices.

2. Materials and Methods

We represented the task of evaluating the guideline concordance of antibiotic prescribing in
clinical notes as a decision task. That is, given a note in which a patient was diagnosed with
sinusitis and prescribed antibiotics, our system should predict whether the prescription was
1) appropriate, 2) not appropriate, or 3) insufficient or ambiguous, in cases where the note
does not contain enough information to assess the appropriateness of the prescription.

2.1. Data collection

We identified all pediatric (younger than 18) clinical encounter notes by ICD-10 code from
outpatient billed encounters at one of 32 primary care practices in the Children’s Hospital of
Philadelphia (CHOP) network from July 1, 2017 through June 30, 2021 using the following
criteria: 1) visits with either a JO1 (acute sinusitis) or J32 (chronic sinusitis) code and 2)
a prescription of an oral antibiotic (excluding antibiotics that would never be prescribed
for sinusitis). The following patients were excluded: 1) patients with a confounding chronic
medical condition identified by an ICD-10 code;!® 2) patients with an ICD-10 code for another
infection that would warrant an antibiotic prescription at the same visit. Only primary care
visits were included; emergency department and urgent care visits were excluded. Only office
visit notes from healthcare providers were included.

A total of 10,311 patients met the inclusion criteria 6,377 (61.9%) for acute sinusitis, and
3,934 (38.2%) for chronic sinusitis, seen by 310 providers. The median number of encounters
per provider was 12 (3 — 48). To develop, train, and evaluate our classifier, we selected 300
encounter notes at random. Our intent was to reflect the natural distribution of the notes
where the system will be deployed, so we did not oversample or undersample any specific
group or provider. This resulted in 190 (63.3 %) encounter notes for acute sinusitis and 110
(36.7%) for chronic sinusitis, seen by 132 providers. The median number of encounters per
provider was 50 (21.5 — 92).

We split our annotated dataset into three sets, the first two of which were selected from
80 percent of the providers: a training set with 200 notes (117 notes with appropriate pre-
scriptions, 69 not appropriate, and 14 with insufficient or ambiguous documentation), a de-
velopment set with 50 notes (32 appropriate, 16 not appropriate and 2 insufficient). For the
third set (the test set), we selected 50 notes from the remaining 20% of the providers (35
appropriate, 14 not appropriate, 1 insufficient), in order to be able to test the system on how
it adapts to notes from new (unseen) providers.

2.2. Annotation

We derived a set of criteria by adapting the recommendations of two clinical practice guide-
lines'™!® to define the appropriateness of antibiotic prescribing to the patients we selected.
Table 1 summarizes our criteria. If a patient met at least one criterion, our annotators labeled
the note as appropriate. If there was clear evidence in the note that none of the criteria were
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met, the annotators labeled the note inappropriate; otherwise, if it was not possible for the
annotator to decide if the criteria were met or not in a note, the note was labeled insufficient.
Such cases usually include incomplete, ambiguous or vague documentation. The phrase ” pa-
tient had congestion for over a week” is an example of an ambiguous documentation. If the
congestion lasted for 8 or 9 days, criterion 1 in Table 1 would not be met and this would be
labeled not justified’. However, if the symptom lasted 10 days or longer, then criterion 1 would
be satisfied and this would be labeled ’justified’. The phrase ” Fever z 3 days” is an example
of incomplete documentation because it does not specify the exact temperature. Note that
our definition focuses solely on the act of prescribing antibiotics and excludes considerations
related to the appropriateness of the specific antibiotic prescribed, as well as its dosage and
duration.

Table 1: Clinical guidelines used to assess the appropriateness of an antibiotic prescription
for patients diagnosed with sinusitis. If the clinical note provided sufficient evidence to meet
at least one of the three established criteria, the prescription was annotated as appropriate.

Antibiotics appropriateness
1. Persistent illness: nasal discharge (of any quality), daytime cough, or sinus pain/pressure
lasting for > 10 days without improvement
2. Severe onset, i.e., concurrent fever (temperature > 39°C/102.2°F) and purulent nasal
discharge or sinus pain/pressure for at least 3 consecutive days
3. Worsening course, i.e., worsening or new onset of nasal discharge, daytime cough, sinus
pain/pressure, or fever after initial improvement

One pediatric physician annotated the 300 notes of our corpus as appropriate, inappropri-
ate, or insufficient. A second pediatric physician is currently annotating 50 notes of our corpus
to compute the inter-annotator agreement. To guide this assessment, an annotation guide was
developed, using input from a primary care pediatrician, two infectious diseases specialists,
and one pediatric infectious diseases specialist. This annotation guide was developed itera-
tively using practice notes from the same practices with the goal of improving reproducibility
as much as possible.

2.3. Generative models

Our task presents a significant challenge for conventional natural language processing (NLP)
systems, which typically rely on a pipeline approach.!? 2! In such systems, a task is divided into
several ’simpler’ subtasks, each performed sequentially by independent modules. To complete
our task, an NLP pipeline would first require an information extraction module to identify
key symptoms in the clinical notes —congestion, cough, sinus pain/discomfort, and fever—
as reported by the patient during the encounter. Next, a classification module would detect
mentions of symptom severity and assign appropriate labels to each symptom. A third module
would normalize the extracted information by identifying and representing the progression of
symptoms. Finally, a logical validation module would verify whether the extracted information
aligns with the criteria outlined in Table 1, ultimately generating the final decision.
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This pipeline approach has several limitations that often result in reduced performance??

and limited adoption in the medical field. Each module operates based on a set of rules, which
can either be manually crafted or automatically learned from training data. Both approaches
demand significant human effort. In the medical domain, writing rules requires expertise in
both computer science and medicine, and these rules are often difficult to maintain over
time.?? An alternative is to learn the rules directly from annotated examples,?* but standard
machine learning algorithms typically need thousands of examples to achieve acceptable per-
formance, a resource-intensive and costly process. This often leaves modules only partially
trained, leading to suboptimal results.?> Even when the rules are well defined, they rarely
account for all possible cases, and module performance is almost never flawless.?* Since a
pipeline approach processes data sequentially through imperfect modules, errors from earlier
stages propagate through the system, compounding in later stages and significantly limiting
overall performance.'®? Moreover, conventional NLP modules —such as classifiers, sequence
labelers, or normalizers— are typically designed to output only their labels and confidence
scores, without providing explanations for their decisions. This lack of interpretability forces
experts to rely on ad-hoc algorithms producing only partial and incomplete explanation of the
module behavior.2” This issue was particularly pronounced with transformer-based encoders
like BERT,?%?° the standard NLP architecture before the recent advancements with large lan-
guage models-based generative models, which was often qualified as a black box system and
not well adopted by medical professionals who doubted their decision.

As an alternative to conventional NLP systems, we propose using state-of-the-art genera-
tive systems powered by large language models (LLMs). In recent years, generative systems
have become the leading approach in NLP as evidenced by the widespread success of chat-
GPT.3" Generative systems feature interfaces that allow users to submit prompts in natural
language, an intuitive interface to perform a task.?! These prompts typically include an in-
struction specifying the desired action, along with optional data needed to perform the task.
Generative systems leverage semi-supervised training to transfer general knowledge acquired
from extensive text corpora, enabling them to generate appropriate responses and execute
instructions for tasks they were not explicitly trained on. This eliminates the need to retrain
the system for each specific task, a requirement often necessary in conventional NLP systems.

In this study, we applied a generative system to address the specific challenge of antibiotic
stewardship, a task for which no established benchmarks exist. In accordance with common
practices for deploying generative systems in clinical settings,?? we utilized prompt engineering
with few-shot learning and chain-of-thought reasoning. Instead of adopting more advanced and
resource-intensive techniques —such as full fine-tuning on large clinical datasets,?® knowledge
injection via retrieval-augmented generation,?* or self-correction through multi-agent interac-
tions— we chose to evaluate the system’s inherent capabilities,33¢ reserving these enhance-
ments for future research.

2.4. Classification with Generative systems

We performed our classification using generative systems from the Llama 3 family,3” which is
one of the largest freely available sets of models offering competitive performance compared
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to proprietary alternatives. We progressively refined an initial simple prompt by following
few-shot learning and chain-of-thought techniques to enhance the models’ performance on our
task. Additionally, we fine-tuned a Llama-3-70B-Instruct model using a parameter-efficient
fine-tuning (PEFT) approach, namely LoRA 3 to specialize the model for our specific task.

Initial prompt. Figure 1 outlines the various components of the prompt we designed to
instruct our model on how to classify the appropriateness of antibiotic prescription in clinical
notes. We began our experiments with an initial straightforward prompt that defined the role
the generative model should assume, followed by a brief paragraph specifying the instructions
for the task. This paragraph included the following key components:

(1) The role specifying the function the model should adopt when generating response, in our
case a pediatrician.

(2) The context which describes the notes; specifically, the input note is a clinical note of a

patient diagnosed with sinusitis who received antibiotics.

The question the model should answer.

The format in which we wanted the model to present its response.

The text of the note to be classified

The keyword Answer: to initiate the model’s completion according to our specified format.

w

AAA,_\
(G2 TSN
S— N N N

D

The authors, during an interactive session, tried multiple initial prompts and evaluated the
Llama 3 70B-instruct model’s results on the development set. At the end of the interactive
session, we selected the initial prompt illustrated in Figure 1 Left.

Prompt with conditional guidelines

Role: You are a pediatrician who believes in very rarely prescribing antibiotics and likes to explain why they should
not be normally prescribed for sinusitis.
Definitions: A patient has fever if the patient has a body temperature above 102.2°F or 39°C. Nasaldischarge
quality canbe a. clear and watery, b. thickand white, c. yellow, green, brown or grey, d. bloody, e. foul-smelling, f.
thick and stringy, g. purulent. If a patient has nasal passages congested, then the patient has nasal discharges.
Conditional guidelines: As a pediatrician you would consider thatthe prescription of an antibiotic was not
justified unless one or more of the followingrule is satisfied:

Rule 1. If the patient had nasal discharge of any quality for 10 or more days without improvement, then the

prescription of the antibiotics was justified.

- Prompt Rule 2. If the patientwas coughing during the day for 10 or more days withoutimprovement, thenthe
Role { You are a pediatrician who believes in very rarely prescribing antibiotics and likes to @) prescription of the antibiotics was justified.
explain why they should not be normally prescribed for sinusitis. g Rule 3. If the patient experienced discomfort or pain in the areas around the sinus for 10 or more days without

improvement, then the prescription of the antibiotics was justified.

Rule 4. If the patient had nasal discharge of any quality, was recovering, butthen experienced an increase of its
Pretrainingl severity orits reappearance, then the prescription of the antibiotics was justified.
Rule 5. If the patientwas coughing during the day, was recovering, but then experienced an increase of its
severity orits reappearance, then the prescription of the antibiotics was justified.
Rule 6. If the patient experienced discomfort or pain inthe areas around the sinus, was recovering, but then
experienced anincrease in the pain/di: tseverity oritsr , thenthe prescription of the
antibiotics was justified.
Rule 7. If the patient had fever and, on the same time, had purulent nasal discharge for 3 or more consecutive
days, thenthe prescription of the antibiotics was justified.
Rule 8. If the patient had fever and, on the same time, experienced discomfortor pain in the areas around the

[ Following is a clinical notes of a patient diagnosed with sinusitis and for whom

antibiotics were prescribed. Was there a reason to prescribe the antibiotics?

Instructions |Answer strictly starting by yes, no, or insufficient evidence. Then, give a short

explanation of your decision justifying with spans extracted from the note when

| | needed. Completion
: textual 2t] - Answer: Yes. Explanation 1

sinus, for 3 or more consecutive days, then the prescription of the antibiotics was justified.
Instructions: Followingis are clinical notes of patients diagnosed with sinusitis and for whom antibiotics were
prescribed. By default, assume that the prescription of antibiotics was not appropriate unless you find evidence in
the note indicating that at least one of the preceding rules was satisfied. Answer strictly starting by Yes, No

nt] - Answer: No. Explanation 2 Yes, this is why... Insufficient. Then, give a short explanation of your decision justifying with spans extracted from the note when
nt] - Answer: insufficient. Explanation 3 needed.
Examples - (note excerpt, answer, explanation, quotes) :
Note to Note: {note 1 excerpt} Answer: Yes. Explanation: The patient was coughing for two weeks which is more than 10
. Note: [Test Note: textual content] - Answer: ___ days therefore the prescription of antibiotics was justified (Rule 2. is satisfied) Quote: "cough x 2 weeks"
ClaSSIfy Note: {note 2 excerpt} Answer: No. Explanation: The patient had nasal passages congested for only 5 days

whichis less than 10 days (Rule 1. is not satisfied). The patient experienced painin the areas around the sinus
pain butno duration was specified (Rule 3. is not satisfied). Quote: "Thick yellow green congestion for about 5
days"

Note: {Note 3 excerpt} Answer: Insufficient. Explanation: The patient was coughing during the day between 7 to

10 days. This duration is vague. If the patient was coughing for less than 10 days then the prescription of the
antibiotics was not justified (Rule 2. is not satisfied), on the contrary, if the patient was coughing for 10 days
thenthe prescription of the antibiotics was justified (Rule 2. is satisfied) Quote: "Cough? 7-10 days"

Note to classify:

Note: {textual content of the note to classify} Answer:

Fig. 1: Left: Iterative construction of a prompt to classify antibiotic prescription appropri-
ateness using a Llama 3 generative model. Right: Our prompt with conditional guidelines.
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Guidelines. We first extended this initial prompt by inserting the clinical guidelines that
our annotators followed when labeling the notes in our corpus. The generative models that are
publicly available were pretrained on large corpora from the internet, which contain few, if any,
professional medical documents®?4° and may not have encountered or memorized our specific
guidelines. By including these guidelines directly in the prompt, we ensured that the model
had direct access to the criteria defining the task. The guidelines in Table 1 were written for
medical professionals. To make them more accessible and easier for our generative model to
interpret, LD, Assistant Professor in Medicine, simplified the language used in the guidelines.

Few-shot learning. Much like humans, generative models can benefit from seeing a few
examples before attempting a task, a concept known as few-shot learning. We implemented
this approach by including the text of three notes from our training set in the prompt, each
accompanied by their appropriateness labels. Although complex conditions could be used
to select these examples -such as choosing notes with close semantic similarity to the one
being classified or those that annotators found challenging®!- we opted to select the examples
randomly. We chose this approach for simplicity and left the exploration of more sophisticated
selection strategies for future work.

Chain-of-thought prompting. Together with few-shot learning, we also employed chain-of-
thought prompting.4? After each label of our training examples, we included a brief explanation
of the label, along with the relevant quotes that demonstrated the extracted span from the
example note supporting the explanation. LD provided these explanations, highlighting which
criteria from Table 1 were met, missing, or challenging to verify based solely on the note’s
text. Requesting explanations along with quotes forces the model to ground its responses
within the text of the notes, thereby reducing hallucinations. Despite the large context window
of 8,192 tokens, the Llama-3-70B-Instruct model still has a limited prompt capacity, which
restricted us to including no more than three example notes. In a supplementary experiment, to
include additional examples, we did not input the entire text of the training notes. Instead, we
truncated the notes, only incorporating the sentences containing the relevant quoted phrases.

We hypothesized that chain-of-thought reasoning is an important component for improving
the performance of a generative model, and conducted additional experiments by reformulat-
ing our initial prompt and its components. While the description of the model’s role remained
unchanged, we revised the context and question to predispose the model to answer not ap-
propriate’” by default unless it identified evidence in the notes that satisfied a criterion from
our guidelines. We also introduced simple definitions for ’fever,” 'nasal discharge,” and 'nasal
congestion’ before presenting the guidelines, and we rephrased the guidelines as a set of eight
conditional rules. Additionally, we revised the explanations for all ten examples in the prompt
to explicitly indicate which rules were met or unmet (Line 9 in Table 2). We provide the exact
prompt used in these experiments in Figure 1) Right.

Parameter Efficient Fine-tuning with LoRA. Although generative models achieve state-of-
the-art performance on general NLP tasks, they may benefit from being fine-tuned to perform
more specific and challenging tasks. A standard method for training generative models is full
fine-tuning, a supervised training process. In this process, the model is presented with instruc-
tions and corresponding data required to perform a task. It generates a response, which is then
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automatically compared to the expected gold-standard answer from the training examples. If
the model generates the expected answer, no adjustments are made. However, if it deviates, all
weights of its underlying neural network are updated to increase the likelihood of generating
the correct response. While fine-tuning can enhance the model’s performance on specific tasks,
updating all weights of a very large neural network is computationally intensive and requires a
significant number of expensive GPUs, which were not available for our experiments. LoRA is
a heuristic proposed by Yu et al.?® to update only a small portion of the weights in the neural
network. We trained the Llama 3 70B-instruct model using the implementation of LoRA from
the litGPT 0.40 library.**> We employed the default learning parameters provided in litgpt,
which included the cross-entropy loss function and the AdamW optimizer instantiated with
a a learning rate equal to le-3. The model was trained using bfloat16 precision, with the
low-rank adaptation (LoRA) matrix rank set to 32. Training was conducted across 4 A100
GPUs for 20 epochs, with a batch size of 4. We retained the model checkpoint that achieved
the highest performance on our development set as the final trained model.

Larger language model. 1t has been demonstrated that increasing the size of generative
models not only improve their performance on known tasks but also unlocks new capabilities
exclusive to the largest models.?® For instance chain of thoughts, sufficiently large models
can mimic the logical steps humans follow when solving problems, and by learning to explain
their reasoning, they improve their performance. Considering the potential benefits of larger
foundational models, we also evaluated the Llama 3.1 405B-instruct quantized (int4) model,
which was released shortly before our submission deadline.

FEvaluation. We evaluated the performance of the Llama 3 70B-instruct model using our
initial prompt on the development set, then assessed its performance as we sequentially added
each component designed to enhance the prompt —namely, guidelines, a few examples, ex-
planations for the labels, and finally, fine-tuning on our training corpus. We conducted all
experiments with a temperature of 0.001, top-p of 0.01, and top-k of 1, to ensure determin-
istic responses by consistently selecting the most likely token when generating its answers.
Due to time constraints and the slow processing speed of the Llama 3.1 405B-instruct model,
approximately 30 minutes to classify a single note, we were unable to rerun all experiments
to find the best prompt settings for this model. Instead, we evaluated this model with the
best-performing settings from the Llama 3 70B-instruct model on the development set. We
conducted all experiments with the default temperature of the Llama 3.1 405B-instruct model
set to 0.6, top-p to 0.9, and top-k to 50, allowing for more variety in its responses. Because
of time limitations, we did not run additional experiments with the temperature settings ad-
justed to ensure deterministic responses. After identifying the best model and settings, we
performed a final evaluation on the test set. Our test set consists of only 50 notes, making
it relatively small. Since our results indicate that the best-performing model used few-shot
prompting and was not fine-tuned on our training examples, those examples remained unused.
To assess how well our system scales, we reassigned the training examples and evaluated the
model on the training set. We define the evaluation set as the combined set of all examples
from both the training and test sets. Since there were very few notes labeled as insufficient in
our gold standard, most errors involved the model confusing notes with appropriate (guideline-
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concordant) prescriptions with those that were not appropriate (not guideline-concordant) and
vice versa. Therefore, we chose to report all results by only providing the percentage of notes
in each class that were correctly labeled by the generative model and did not report the more
standard F1-scores.

3. Results and Discussion

We present our results in Table 2, highlighting best performance on the test set. The system
correctly identified 10 out of 14 (71.4%) notes labeled as not appropriate and 32 out of 35
(91.4%) notes labeled as appropriate (line 9). This performance was achieved by providing
the model with instructions and logical guidelines to perform the task, without training on
the training set. The classifier demonstrated good correctness on a complex task typically
performed by trained physicians when only given a few examples and clear explanations indi-
cating whether the rules of the guidelines were satisfied or not. We also evaluated the model’s
performance on the entire training set to provide a more comprehensive assessment (line 9).
On this larger dataset, the system maintained comparable performance, with improved de-
tection of notes labeled as appropriate, correctly identifying 112 out of 117 (95.7%), while its
detection of unlabeled notes was slightly lower, identifying 45 out of 69 (65.2%).

The table shows that all modifications made to the initial prompt (line 1.) led to in-
cremental improvements in the model’s classification performance. The table offers several
interesting insights. Firstly, it is surprising that truncating the text of the example notes did
not lead to a performance drop (line 4. vs. line 5.). This suggests that most of the text in a
note is not utilized by the model for understanding the examples and can be omitted without
losing essential information. Secondly, it is worth noting that LoRA, the parameter-efficient
technique we employed using our training set, did not enhance the model’s performance (line
6. vs. line 7.).This unexpected result requires additional experiments for further explanation.
Thirdly, our findings align with recent trends in the NLP community, which indicate that
generative models based on larger language models perform better than their smaller coun-
terparts. This is evident in Table 2, where the Llama 3.1 405B-instruct model, at the time of
writing, the largest model freely available to the community, outperformed the Llama 3 70B-
instruct model. Lastly, since the model was not trained on our training set, it was not biased
toward recognizing the style of certain providers over others. It demonstrated robustness to
variations in providers’ styles and achieved comparable performance on the test set as it did
on the development set.

Several prior studies have used NLP and/or LLMs in infectious diseases to aid in the
diagnosis and treatment of infections, such as through the review of radiology reports or in
infection surveillance.*44> To our knowledge, however, we present the first use of LLMs in the
assessment of antibiotic prescribing appropriateness using clinician notes. While these methods
require further refinement and validation in larger cohorts, use of LLMs can complement
previously-developed EHR-based stewardship metrics that use structured data elements, and
thus improve the ability to assess prescribing practices.?

The methods presented here have the potential for broad application. Sinusitis is one of the
most common infectious diagnoses in the outpatient setting for both adults and children, with
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Table 2: Classification results on the evaluation sets for various prompts and large language
models. For each line, the top percentage represents the proportion of notes labeled as appro-
priate correctly retrieved by the model, while the bottom percentage indicates the proportion
of notes labeled as not appropriate retrieved. We omitted the percentages of notes labeled as
insufficient because none of the models were able to retrieve any in this category.

Development Test Train
Llama 3 70B-instruct model

1. Role + Instructions 10"00 ((106/ /3126)) — —

2. Role + Instructions + Guidelines 10"00 ((106/ /3126)) — —
77777 3. Role + Instructions + Guidelines 9.4 (3/32)

+ 3 Examples (Full text) w/o explanations 87.5 (14/16) o o
77777 4. Role + Instructions + Guidelines ~~ 87.5(28/32)

+ 3 Examples (Full text) & explanations 18.8 (3/16) o o
77777 5. Role + Instructions + Guidelines ~ 53.1(17/32)

+ 3 Examples (Excerpt text) & explanations 62.5 (10/16) o o
77777 6. Role + Instructions + Guidelines ~~ 90.6 (29/32)

+ 10 Examples (Excerpt text) & explanations 31.2 (5/16)
77777 7. Role + Instructions + Guidelines i S 566 (7279/7372)7 S
+ 10 Examples (Excerpt text) & explanations 31.2 (5,/16) — —
+ LoRA fine-tuning '
Llama 3.1 405B-instruct model
8. Role + Instructions + Guidelines 93.8 (30/32 91.4 (32/35)
+ 10 Examples (Excerpt text) & explanations 68.8 (11/16 64.3 (9/14)

9. Role + Instructions + conditional Guidelines  90.6 ( ) 91.4 (32/35) 95.7 (112/117)
+ 10 Examples (Excerpt text) & explanations 93.8 (15/16) 71.4 (10/14)  65.2 (45/69)

~ —

most encounters occurring in primary care, urgent care, and the emergency department.? If
deployed across these settings, use of LLMs to assess prescribing appropriateness for sinusitis
has the potential to impact the care of millions of people. In practice, we envision that this
tool could be used in several ways. First, it could be used in provider-based feedback interven-
tions where prescribers receive feedback on their prescribing appropriateness retrospectively
at regular intervals (e.g. monthly), similar to prior work that utilized structured EHR-based
metrics. 11246 Additionally, this approach could be an important tool in tracking guideline
concordant prescribing over time at clinic or health system level, as recommended by the
CDC.” Finally, this also has the potential to be deployed to aid in real-time decision support
during clinic visits, though modifications may need to be made given that not all notes are
completed during the visit.

3.1. Error analysis

We analyzed the errors made by the best classifier, the Llama 3.1 405B-instruct model (line
8. in Table 2), on the examples in the test set. The model misclassified a total of 8 notes. The
most frequent errors were False Positives (FPs), where the notes were labeled as inappropriate
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for antibiotic prescription, but the classifier predicted them as appropriate. There were 5 such
misclassified notes. Upon re-examining the notes, LD reviewed the explanations provided by
the model and determined whether they were valid. It was found that 2 FPs occurred in notes
that could have been labeled as insufficient due to ambiguous temperature documentation. For
the remaining 3 FPs, LD confirmed the errors made by the system. One error resulted from the
incorrect resolution of a deictic time reference; another from a misinterpretation of the term
'worsening’ (in the phrase 'acutely worsening symptoms overnight’, where "worsening’ refers
to an increase in the severity of symptoms, not the progression pattern where the patient
initially feels sick, then slightly better, and then worse); and the final FP was due to the
system’s hallucination, incorrectly stating that a temperature of 102°F is higher than 102.2°F.

The model had more success classifying the notes in which antibiotics were prescribed
appropriately. There were only 3 False Negatives (FNs), as these notes clearly mentioned
the onset and duration of symptoms. One FN occurred due to the under-specification of the
definition of fever in criterion 3 in Table 1; unlike criterion 2, the exact temperature defining
a fever is not specified. As a result, there was a disagreement between the annotator and the
system regarding the resolution of this criterion in the note. The last two FNs were made on
notes that were ambiguous and could have been labeled insufficient.

Finally, we analyzed the errors made by the best-performing classifier (line 9.) on the 15
notes labeled as insufficient in the evaluation set. All misclassifications involved ambiguous
symptom duration phrases, such as ”congestion for over a week”, ”cough 7-10 days”, or
"nasal discharge about 1.5 weeks”. In 7 instances, the model correctly identified the temporal
expressions that were vague but failed to recognize the ambiguity and inaccurately assign either
a shorter or longer duration. In 8 other cases, the model explicitly flagged the expressions
as ambiguous but it still opted for an incorrect duration inference. Given that all errors
stemmed from ambiguity in symptom duration —often involving similar phrasing— we could
incorporate additional examples into the prompt to help the model better recognize those
phrases and correctly class insufficient documentation.

3.2. Limatations and future work

The largest model, Llama 3.1 405B-instruct, demonstrated good performance on our task.
It was able to follow the logic of our guidelines and provide reasonable explanations for its
decisions without explicit training. Although the task is challenging, it only requires the system
to identify four common symptoms, assess their severity, and understand their duration or
progression patterns. As evidenced by our performance with general generative models, the
necessary knowledge to perform the task was available in their training data from the internet.
However, most clinical NLP tasks will require specialized knowledge available only in clinical
notes and ontologies. Researchers will need to continue pretraining or fine-tuning these models
to integrate this domain-specific knowledge. As the size of generative models continues to grow,
these training tasks become increasingly challenging for standard institutions such as hospitals
and universities, which may lack the necessary hardware for the required computations.*
Note that our evaluation has several limitations. First, all notes were sampled from a
single clinical institution. We are currently annotating 281 notes from primary care visits
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for adult sinusitis at one of the University of Pennsylvania Health System’s practices. To
assess the robustness of our system in a different clinical setting, we plan to apply it to
these newly annotated notes. Additionally, future evaluations should test the accuracy of our
methods in other clinical environments, such as urgent care and emergency departments, and
across institutions that use different EHR systems. Second, our cohort was identified using
ICD-10 codes, which have suboptimal sensitivity and specificity for infectious diagnoses.*®
Moreover, we only included visits where an antibiotic was prescribed. It is possible that some
visits for sinusitis, where an antibiotic was justified but not prescribed (guideline discordant),
were missed. However, given that the majority of patients with a sinusitis diagnosis receive
antibiotics, this scenario is likely infrequent.*6

Ambiguous and vague documentation in the notes continues to pose a challenge for our
best model, as none of the insufficiently documented notes were correctly classified. With
larger language models now supporting input prompts of up to 16,000 tokens, we plan to
include more examples of vague and ambiguous notes, along with explanations, to help the
model recognize and classify these cases appropriately. Despite forcing the models to justify
their decisions and anchor their answers within the input texts, we still found instances of
hallucination. Integrating 'debates’ among several generative LLM-based models has been
proposed as an effective solution to detect and reduce hallucinations.?*4? Our approach could
easily be extended from a single generative model performing classification to a deliberative
panel finding consensus for each debated note. We leave the deployment and evaluation of this
approach to future work.

4. Conclusion

To address the challenge of over-prescribing antibiotics for sinusitis in children, this study
proposes using natural language processing to automate the assessment of prescription ap-
propriateness, overcoming the limitations of time-consuming manual chart reviews. We devel-
oped, trained, and evaluated generative models to classify the appropriateness of antibiotic
prescriptions in 300 clinical notes from pediatric patients with sinusitis at the Children’s Hos-
pital of Philadelphia primary care network. Although Parameter-Efficient Fine-Tuning did not
improve performance, the combination of few-shot learning and chain-of-thought prompting
proved beneficial. Our best results were achieved using the largest generative model available
at the time, the Llama 3.1 405B-instruct. On our evaluation set, the model correctly identified
144 (94.7%) of the 152 notes where the antibiotic prescription was appropriate and 55 (66.2%)
of the 83 notes where it was not. Without training, our generative model demonstrated good
performance in this complex task, suggesting it could be effectively deployed within the EHR
to assist physicians in real-time to prevent over-prescribing as well as in monitoring antibiotic
prescribing on a large scale. The clinical notes annotated for this study are Protected Health
Information and not publicly available at this point. We have shared the code for access at
https://bitbucket.org/hlpgonzalezlab/naps/.
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