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The discovery of a new mass involving the brain or spine typically prompts referral to a neurosurgeon
to consider biopsy or surgical resection. Intraoperative decision-making depends significantly on the his-
tologic diagnosis, which is often established when a small specimen is sent for immediate interpretation
by a neuropathologist. Access to neuropathologists may be limited in resource-poor settings, which has
prompted several groups to develop machine learning algorithms for automated interpretation. Most
attempts have focused on fixed histopathology specimens, which do not apply in the intraoperative set-
ting. The greatest potential for clinical impact probably lies in the automated diagnosis of intraoperative
specimens. Successful future studies may use machine learning to automatically classify whole-slide intra-
operative specimens among a wide array of potential diagnoses.
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CNS masses
A new mass discovered in the CNS is a common reason for referral to a neurosurgeon. CNS masses are typically
discovered on MRI or computed tomography (CT) scans after a patient presents with new neurologic symptoms.
Presenting symptoms depend on the location of the tumor and can include headaches, seizures, difficulty expressing
or comprehending language, weakness affecting extremities, sensory changes, bowel or bladder dysfunction, gait
and balance changes, vision changes, hearing loss and endocrine dysfunction.

A mass in the CNS has a broad differential diagnosis, including tumor, infection, inflammatory or demyelinating
process, infarct, hemorrhage, vascular malformation and radiation treatment effect. The most likely diagnoses can
be narrowed based on patient demographics, medical history, imaging characteristics and adjunctive laboratory
studies. However, accurate histopathologic interpretation of tissue obtained at the time of surgery is frequently
required to make a diagnosis and guide intraoperative decision making.

Over half of CNS tumors in adults are metastases from systemic cancer originating elsewhere in the body [1].
An estimated 9.6% of adults with lung cancer, melanoma, breast cancer, renal cell carcinoma and colorectal cancer
have brain metastases [2]. The remainder of CNS tumors in adults originate within the CNS and are called primary
CNS tumors. The most common adult primary CNS tumors are meningiomas (36.8%), pituitary tumors (16.2%)
and glioblastomas (14.9%) [3,4].

Among children and adolescents, the CNS is the most common cancer site overall. The prevalence of each type
of tumor varies from adults. Whereas metastases are the most common type of CNS tumor in adults, primary CNS
tumors are the most common in children. In patients aged 0–14 years with CNS tumors, pilocytic astrocytoma
(17.8%) is the most common, followed by high-grade glioma (16.9%) and embryonal tumors (13.1%) [3].
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Tumors within the CNS are most likely to occur in the brain and meninges, whereas the spinal cord, spinal
meninges and spinal nerve roots account for only 3.1% of adult and 4.9% of pediatric CNS tumors [3]. Spinal
lesions can be further divided by location into intramedullary, intradural extramedullary and extradural. In-
tramedullary lesions arise within the spinal cord, and therefore the CNS proper. The most common intradural
tumors are ependymomas and astrocytomas. Intradural extramedullary lesions occur outside the spinal cord but
are in close proximity within the spinal thecal sac; these are typically meningiomas or nerve sheath tumors. In
adults, meningiomas (38.8%), nerve sheath tumors (29.5%) and ependymal tumors (17.6%) are the most com-
mon intradural/intramedullary tumors [3]. In children, ependymal tumors (20.6%), astrocytomas (19.7%), nerve
sheath tumors (17.8%), other neuroepithelial tumors (16.8%) and meningiomas (15.7%) are the most common
intradural/intramedullary tumors [3]. Extradural masses are discussed separately below.

Spinal vertebral & extradural masses
The vertebral column and spinal epidural space, although outside the CNS, are important locations to consider
given their proximity to the spinal cord. The vertebral and spinal epidural space are frequent sites of cancer
metastases, which may present as neurosurgical emergencies in the setting of spinal cord compression and/or spinal
instability.

Although the most common presenting symptom is back pain, the presence of cancer in the epidural space can
compress the spinal cord, causing numbness, gait imbalance, weakness or paralysis in the extremities, and bowel and
bladder incontinence. Metastatic epidural spinal cord compression (MESCC), which is present in approximately
5% of cancer patients, is therefore a source of significant morbidity in the cancer population [5].

Among adults, the most common primary sources of MESCC are prostate, breast and lung cancer (15–20%),
followed by lymphoma, renal cell carcinoma and multiple myeloma (5–10%). The remaining cases are comprised
of other primaries, including colorectal cancer, sarcomas, melanoma and seminoma [5,6]. Tumors within the thecal
sac or spinal cord are rare relative to MESCC.

The importance of CNS tumor histology
The specific cell type, or histology, comprising a CNS tumor is a critical piece of information in the determination
of an appropriate treatment plan and the estimation of a patient’s prognosis.

A common category of brain mass appearance on MRI is the presence of rim-enhancement. The radiologic
differential diagnosis of a rim-enhancing mass includes primary malignant glioma, metastasis, lymphoma, demyeli-
nation and infection; each of which has different surgical indications, treatment and prognosis. If the mass is a
large accessible solitary brain metastasis, then the recommended treatment is typically complete surgical resection,
followed by radiation therapy [7]. Conversely, in patients with primary CNS lymphoma, surgical resection is usu-
ally contraindicated in favor of chemotherapy with or without radiation [8]. A high-grade glioma, if accessible,
will benefit from significant surgical debulking followed by radiation and chemotherapy [9]. In some cases, the
imaging appearance of a tumor may be mimicked by demyelinating disease, which is treated with immunotherapy,
without any role for surgical resection [10]. Infectious lesions may benefit from microbiology cultures and surgi-
cal debridement and will also require targeted antimicrobial therapy depending on the identity of the infectious
organism.

Among gliomas, for example, the histologic grade highly informs a patient’s predicted overall survival. The
highest grade glioma, known as glioblastoma, confers a poor prognosis with median survival of 14.6 months with
the maximal treatment of surgical debulking, followed by radiation and temozolamide chemotherapy [9]. Low-grade
gliomas, however, are associated with an overall survival of over 11 years after surgical treatment [11]. Obtaining
viable representative tumor is also important for proper molecular classification, even if only from a needle biopsy.

In the pediatric population, the distinction between ependymoma and medulloblastoma can guide the aggres-
siveness with which the neurosurgeon resects the tumor. In both cases, the goal of surgery is maximal safe resection.
However, gross total resection, as opposed to near-total resection, is thought to result in a greater improvement in
overall survival for ependymomas as compared with medulloblastomas [12,13]. In all patient populations, surgical
resection has little role in the treatment of germinomas, which are typically highly responsive to radiotherapy and
chemotherapy [14]. Therefore, the diagnosis of germinoma would typically guide the neurosurgeon to cease efforts
to surgically resect the tumor.
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The importance of tumor histology in metastatic epidural spinal cord compression
Metastatic epidural spinal cord compression typically requires emergency neurosurgical consultation to prevent
irreversible spinal cord injury. The appropriate treatment plan considers multiple patient factors, including the
presence of neurologic deficits, the radiation sensitivity of the tumor, any disruption in mechanical stability of the
spine and the overall state of the patient’s systemic disease [6,15].

The expected radiation response of a tumor is determined by its histology and is a critical component in
determining whether surgical resection is required. Lymphoma, myeloma, seminoma and small cell carcinoma
are radiosensitive. Many types of sarcomas, melanoma, non-small-cell lung cancer, renal cell carcinoma and
gastrointestinal cancers are radioresistant. Prostate cancer and breast cancer are considered intermediate in terms of
their radio-responsiveness.

In radiosensitive cases, surgical tumor resection can be avoided, and conventional external beam radiation therapy
is typically sufficient to achieve local control. In radioresistant cases a neurosurgeon can offer separation surgery,
wherein the tumor is partially resected away from the spinal cord in order to allow high-dose focused radiation to
improve local control (stereotactic radiosurgery or stereotactic body radiotherapy). Attempts at gross-total tumor
resection are often deferred in the setting of metastatic disease to avoid significant surgical morbidity [6,15].

The method of surgical pathology
Before surgery, a neurosurgeon can formulate a prediction of the identity of a CNS mass using a patient’s medical
history, the imaging characteristics of the mass and adjunctive tests. However, a mass that is thought preoperatively
to represent a brain metastasis, for example, may be discovered by the pathologist to be a glioblastoma, lymphoma,
infection or inflammatory/demyelinating process [7]. The gold standard for determination of the final diagnosis is
examination of a slide of tissue by a neuropathologist. To prepare a permanent specimen, a sample of tissue is fixed
in formalin, embedded in wax and stained with hemotoxylin and eosin (H&E). The sample may also be analyzed
further with immunohistochemical stains and molecular testing for accurate diagnosis and proper classification.
Overall, this process of obtaining a final pathologic diagnosis lasts multiple days and is important for specific
treatment and prognosis.

However, as described above, the goals of surgery and subsequent treatment can be significantly influenced by
the specific histology of the mass. For this reason, neurosurgeons will typically send a sample of the mass to the
pathologist for an expedited intraoperative consultation (IOC) to decide the next surgical step. The standard options
for preparing tissue for IOC are cytologic preparations (smear and touch preps) and frozen sections. A cytologic
preparation allows the pathologist to study the cellular features of the lesion, but the overall histologic architecture
is lost. Frozen sections involve freezing the specimen to allow slicing and staining with rapid H&E, which preserves
the underlying tissue architecture but may introduce several freezing artifacts. Many neuropathologists advocate
for using both frozen and smear preparations together in a complementary fashion to improve interpretation [16].
Intraoperative tissue preparation is more difficult to interpret than permanent sections and is interpretable within
only 20 minutes, as opposed to multiple days for a permanent specimen [17]. Depending on the diagnosis, the
results of this IOC may steer the neurosurgeon to either abort the operation or pursue aggressive surgical resection.

The need for automated histology
The ability to formulate an expedited preliminary diagnosis during surgery is a critical service during any brain
surgery, as described above. In the USA, the number of board-certified neuropathologists is only 56% the number
of hospitals performing brain tumor surgery [18]. Hospitals without board certified neuropathologists often rely
on general pathologists who may not be fully experienced with the subtleties of CNS lesions. This has led to
recent attempts to automate the process of interpreting slides with machine learning, which are reviewed below. In
addition, automation has the potential to increase the speed at which a preliminary diagnosis is made. A shortened
time to intraoperative diagnosis is particularly beneficial if it is able to reduce the duration of surgery while remaining
as accurate as the current gold standard, as reduced time in surgery is associated with less perioperative risk and
healthcare costs [19–21].

To assist in the discussion, a glossary of machine learning terms described in this article are defined in Table 1.

An introduction to machine learning
Machine learning is a general term that refers to computer algorithms that adapt themselves to improve accuracy
during pattern recognition tasks. A common application of machine learning is the task of image classification,
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Table 1. Glossary of machine learning terms addressed in this article, as applied to image classification.
Term Description Ref.

Machine learning Computer algorithms that automatically adapt themselves by experience in order to improve accuracy

Conventional machine
learning

A machine learning approach wherein the features used to characterize an image are predesigned by a human engineer [22]

Convolutional neural
network

A deep learning neural network architecture that utilizes the discrete convolution as a mathematical filtering operation [22]

Deep learning A machine learning approach that automatically discovers the necessary features needed to characterize an image [22]

Image classification An application of machine learning to automatically determine the correct category, label, or class, of a digital image
(e.g., dog, table, bicycle)

Image segmentation The process of partitioning an image into its various labeled components (e.g. separating cell nuclei from other
components in a digitized histology slide).

Neural network A digital multilayered interconnected network of data calculation points (nodes or neurons) which together performs a
machine learning task

Pixel A number that represents the intensity of a color at a specific location in the image

Random forest A conventional machine learning approach that functions by generating a large number of randomly generated decision
trees, which collectively vote on the most likely class

[45]

Support vector machine A simple machine learning technique to separate two classes of data, by calculating the best hyperplane which separates
data of one class from the other class

[47]

Transfer learning A method of training a neural network wherein the network is pretrained for a certain task, and then partially retrained
on a new set of data for a new purpose, which may allow for training with a smaller dataset as compared with training a
network from scratch

[22]

such as determining whether an image contains a dog, table or bicycle. A digital image is simply a matrix of pixels,
each of which is a number that represents the intensity of a color at a specific location in the image. To confront
the task of automatically classifying an image, the computer algorithm must first extract a collection of features
that describe the image more abstractly than pixel values. These features might represent edges arranged in certain
orientations or texture patterns, for example. The machine learning algorithm is trained on several example images
to determine the patterns of features needed to classify new images.

The choice of features to characterize an image may be predesigned by a human engineer, in which case the
process falls under conventional machine learning. On the other hand, the algorithm can be designed to discover
all the necessary image features itself, in a process called deep learning [22]. Interest in deep learning has risen
sharply in recent years after the AlexNet deep convolutional neural network (CNN) achieved remarkable accuracy
in classifying real-world images into 1000 different classes [23]. The performance of deep learning networks for
image classification has since improved rapidly [24–27].

Machine learning applied to histopathology
Machine learning has shown promise for the automated interpretation of both imaging and histopathology of
CNS tumors. With regard to brain MRI, machine learning has been applied for automated tumor identification,
quantification of tumor burden and assessment of treatment response [28–30]. MRI-based automated brain tumor
classification has also been an area of active research [31,32], including efforts to use machine learning to classify
gliomas by molecular subtypes using MRI prior to tissue acquisition and histopathologic analysis, such as the
status of IDH1 mutation [33,34], MGMT promoter methylation [33] and 1p19q codeletion [34]. With regard to
histopathology, most of the research effort has focused on automated classification and segmentation of formalin-
fixed paraffin-embedded permanent specimens in organ systems outside the CNS [35–37]. The success of machine
learning techniques in the automated classification of specimens outside the CNS has generated significant interest
in applying them to CNS lesions. In this section, we review the current literature on automated interpretation of
CNS histopathology, with a focus on intraoperative specimens.

A framework for the general method of using deep machine learning for classifying whole slide images is
illustrated in Figure 1. A training set consisting of labeled histopathologic images is used to train a CNN. A whole
slide with unknown diagnosis is then split into smaller fields of view, which are fed into the trained CNN for
automated classification. The classified fields of view are then summated into a whole-slide diagnosis.
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Unlabeled whole slide

Convolutional neural network
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Figure 1. General framework for automated whole-slide classification using a deep convolutional neural network.
A training set consisting of labeled histopathologic images is used to train a convolutional neural network. A whole
slide with unknown diagnosis is then split into smaller fields of view, which are fed into the trained convolutional
neural network for automated classification. The classified fields of view are then summated into a whole-slide
diagnosis.

Machine learning for fixed specimens
Most of the published efforts in automated histopathologic classification among all organ systems have focused
on fixed, or permanent, specimens. These specimens have the advantage of fewer artifacts than frozen or smear
preparations, and a large amount of labeled data are available to research groups. Glioma grading has been the focus
for studies that have applied machine learning to permanent whole-slide specimens in the CNS.

Barker et al. [38] achieved 93.1% accuracy in classifying whole-slide permanent H&E specimens as either
glioblastoma or low-grade glioma (binary classification). They divided whole slides into 1024 × 1024 pixel tiles
at 20× magnification, which were analyzed with a conventional machine learning model of feature extraction
followed by an Elastic Net [39] linear regression model.

Xu et al. [40] used a deep learning approach for the similar task of classifying whole-slide permanent H&E
specimens as either glioblastoma or low-grade glioma (binary classification) and achieved 97.8% accuracy. They
also automatically segmented necrotic regions in the glioblastoma specimens with 84% accuracy. Their approach
used transfer learning with the AlexNet CNN trained on the ImageNet dataset [23]. In a transfer learning approach,
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Table 2. Summary of publications with machine learning approaches to the automated diagnosis of
intraoperative histopathologic specimens of CNS tumors.
Study Image Type Classes Method Ref.

Abas et al.
(2016)

Smear preparation Neoplastic astrocytes and non-neoplastic astrocytes Conventional machine
learning

[42]

Orringer et al.
(2017)

Stimulated Raman
histology

Low-grade glioma, high-grade glioma, non-neoplastic cortex, metastatic
adenocarcinoma, metastatic melanoma and meningioma

Conventional machine
learning

[18]

Hollon et al.
(2018)

Stimulated Raman
histology

Normal brain, ganglioglioma, pilocytic astrocytoma, primitive neuroectodermal
tumor, dysembryoplastic neuroepithelial tumor, ependymoma and
medulloblastoma

Conventional machine
learning

[44]

Hollon et al.
(2020)

Stimulated Raman
histology

Malignant glioma, diffuse low-grade glioma, pilocytic astrocytoma,
ependymoma, lymphoma, metastases, medulloblastoma, meningioma, pituitary
adenoma, gliosis, white matter, gray matter and nondiagnostic tissue

Convolutional neural
network

[46]

the network used is one that is already trained to extract a set of features, usually those necessary to classify real-world
scenes and natural objects [41]. Histopathology slides are then used to train the last few layers of this pretrained
neural network, such that fewer training images are needed as compared with training the network from scratch.

Machine learning for intraoperative histopathology
There have been fewer attempts to apply machine learning to intraoperative specimens, especially in the CNS.
Intraoperative specimens pose unique challenges, including increased artifacts introduced by tissue preparation,
variability in preparation techniques among institutions and a relative lack of digitized data available for research.
Table 2 summarizes studies that have applied machine learning to classify intraoperative histopathologic specimens
of CNS tissue and tumors.

Abas et al. [42] reported one of the earliest attempts at machine learning for intraoperative CNS pathology. They
used a conventional machine learning approach to distinguish neoplastic astrocytes from non-neoplastic astrocytes
on intraoperative smear preparations from patients with suspected recurrent glioma. Slides were divided such that
one cell was analyzed per image. Geometric and textural features were extracted from the image and fed into five
different classifiers for comparison. The authors’ best performance was achieved with a binary classifier and support
vector machine with F1 scores 0.92–0.94 [42].

Orringer et al. [18] introduced a novel rapid approach to intraoperative pathology for neurosurgical patients. A
label-free microscopy method called stimulated Raman scattering was coupled with an image processing technique,
stimulated Raman histology (SRH), to generate virtual H&E slides. These digital SRH images provided the same
diagnostic histopathologic features as permanent H&E specimens, but without any tissue processing. A conventional
machine learning technique was also applied for automated classification of the SRH specimens, which included
diagnoses of low-grade glioma, high-grade glioma, non-neoplastic cortex, metastatic adenocarcinoma, metastatic
melanoma and meningioma. Each specimen was divided into 400 × 400 micron fields of view. A set of image
features were extracted with the software WND-CHARM [43] and classified with a machine learning technique
called a multilayer perceptron. Specimens were classified as normal, low-grade glioma, high-grade glioma or nonglial
tumor with 90% accuracy using this automated approach [18].

The same group applied SRH and conventional machine learning to automated intraoperative diagnosis of
pediatric brain tumors [44]. Specimens consisted of normal brain, ganglioglioma, pilocytic astrocytoma, primitive
neuroectodermal tumor, dysembryoplastic neuroepithelial tumor, ependymoma and medulloblastoma. Nuclear
density, tumor-associated macrophage infiltration and nuclear morphology parameters were extracted from the
fresh SRH specimens and used to train a classification technique called random forest. They were able to distinguish
lesional versus nonlesional and high-grade versus low-grade specimens with 100% accuracy [44]. The random forest
technique functions by generating a large number of randomly generated decision trees, which collectively vote on
the most likely class [45]. As with other conventional machine learning techniques, the features used to generate the
decision trees are deliberately selected and extracted from the images prior to training the classifier.

Most recently, Hollon et al. [46] trained a deep CNN to distinguish among 13 different classes of brain tumors
and non-neoplastic brain tissue using intraoperative SRH specimens obtained during brain tumor surgery. The
algorithm was able to distinguish malignant glioma, diffuse low-grade gliomas, pilocytic astrocytoma, ependymoma,
lymphoma, metastases, medulloblastoma, meningioma, pituitary adenoma, gliosis, white matter, gray matter and
nondiagnostic tissue. This CNN-based automated interpretation of intraoperative SRH images was tested in a
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multicenter prospective fashion and found to arrive at a diagnosis in less than 150 seconds and with a diagnostic
accuracy of 94.6% without human input, which was noninferior to pathologist-based interpretation of conventional
intraoperative frozen and smear preparations with an overall accuracy of 93.9% [46].

Hollon et al. [46] provided additional insight into the potential role for deep neural networks to aid neu-
ropathologists in improving intraoperative diagnostic accuracy. Of 278 specimens, 17 were misdiagnosed by expert
board-certified neuropathologists (93.9% overall accuracy), but the CNN correctly classified all of these 17 difficult
specimens. Similarly, 14 of 278 specimens were misdiagnosed by the CNN (94.6% overall accuracy), but the
neuropathologists correctly interpreted these 14 cases. Therefore, there was no overlap in errors between the CNN
and the neuropathologists in this study. This highlights the possibility that deep neural network-based automated
interpretation may be used as an aid for neuropathologists in improving diagnostic accuracy for difficult cases, but
also indicates the importance of validation by a trained neuropathologist to avoid misclassification by the neural
network.

Conclusion
The accuracy with which machine learning algorithms can automatically classify real-world images has grown
rapidly. Several groups have applied machine learning techniques to cancer histopathology, and some have focused on
brain tumors. Multiple attempts have been successful with binary tasks, such as high-grade versus low-grade glioma
or necrosis versus non-necrosis. Progress in automatically distinguishing among a wider selection of core diagnoses
has been made using stimulated Raman histology specimens. To make the greatest impact on surgical decision-
making, an automated system would need to read any whole-slide intraoperative specimen and automatically
provide a diagnosis within minutes among a wide set of core diagnoses in brain and spine tumor specimens. A
system that could automatically interpret intraoperative frozen and/or smear preparations has the potential to
immediately impact tumor surgery in the CNS and spinal column, especially in settings with limited access to
intraoperative neuropathology consultation.

Future perspective
Histologic diagnosis is key for decision-making during surgery for tumors affecting the brain and spine. The ideal
automated system would be able to distinguish between all the core diagnoses that would influence intraoperative
decision-making, when provided a digitized whole slide.

The closest achievement of this goal for brain tumors utilized a deep learning approach to interpreting stimulated
Raman histology [46]. SRH has the potential to revolutionize intraoperative histopathology, although the specialized
microscope is currently available at a limited number of research institutions. Most centers performing surgery on
the CNS currently have the infrastructure to produce frozen and cytologic preparations; however, to the authors’
knowledge, machine learning has not yet been applied for clinically significant automated interpretation of frozen
sections for the CNS. One group did address smear preparations, but the task was limited to the binary task of
distinguishing neoplastic from non-neoplastic cells in glioma specimens [42]. The ability to perform automated
diagnosis on frozen and smear preparations would thus be a significant contribution to centers without ready access
to neuropathologists in the intraoperative setting.

Overall, the number of different tumor types classified by machine learning-based algorithms and the classification
accuracy are both increasing as automated histopathologic classification techniques are refined by multiple research
groups. This raises the question of how automated classifiers might be used in the clinical setting. As described
in this article, rapid automated diagnosis is most likely to influence clinical decision making in the intraoperative
setting for brain and spine tumors, where histology can greatly influence immediate surgical goals.

We suspect that the automated classifiers will not be used as a replacement for human pathologists, but rather
as a tool to improve the speed and accuracy with which a preliminary diagnosis is made. Hollon et al. [46] showed
in a large prospective brain tumor series that the diagnostic errors made by board-certified neuropathologists were
mutually exclusive with those made by their convolutional neural network. This suggests that a pathologist assisted
by artificial intelligence has the potential to achieve greater accuracy than either interpreter alone; a hypothesis that
would benefit from prospective validation.

Furthermore, a current limitation of machine learning algorithms in general is their reliance on a large number
of training examples, which limits their ability to identify rare tumor types that are underrepresented in the training
set. It will be important for automated classifiers in the clinical setting to produce a confidence metric along with
the whole-slide diagnosis, such that difficult or rare cases are flagged for further expert review.
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Finally, real-world neuropathologists do not interpret the tumor specimen in isolation in order to render a
diagnosis. Additional factors, including patient demographics, clinical history and imaging, are all important in
informing the pretest probability for various diagnoses. The field may benefit from more holistic classifiers that
consider these other important medical and radiological parameters when calculating the most likely histopathologic
diagnosis.

Practice points

• The appropriate treatment strategy for a new brain or spine mass is dependent on the histologic diagnosis.
• A preliminary histopathologic diagnosis is often established intraoperatively, via a pathologist’s interpretation of

a frozen section or cytologic preparation obtained during a biopsy surgery or at the beginning of a surgery
intended to resect a mass.

• The limited availability of neuropathologists, especially in resource-limited settings, has prompted some groups
to investigate artificial intelligence techniques for automated interpretation of histopathologic specimens. Deep
learning is an artificial intelligence technique that has shown promise for automated diagnosis of digitized
pathology specimens.

• Most groups have investigated automated diagnosis of formalin-fixed, paraffin-embedded specimens, which do
not apply to intraoperative decision-making.

• The literature is sparse on attempts to automatically classify intraoperative specimens. These specimens pose
unique challenges to automated interpretation, including an increased number of artifacts introduced by tissue
preparation, variability in preparation techniques among institutions and a relative lack of digitized data
available for research.

• Future studies have the potential to significantly impact brain and spine tumor surgery by developing algorithms
to automatically provide a diagnosis for digitized intraoperative specimens, such as frozen and cytologic
preparations.
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