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Abstract Purpose With the advent of Minimally Invasive Surgery (MIS),
intra-operative imaging has become crucial for surgery and therapy guidance,
allowing to partially compensate for the lack of information typical of MIS.
This paper reviews the advancements in both classical (i.e. ultrasounds, X-ray,
optical coherence tomography and magnetic resonance imaging) and more re-
cent (i.e. multispectral, photoacoustic and Raman imaging) intra-operative
imaging modalities. Methods Each imaging modality was analyzed, focusing
on benefits and disadvantages in terms of compatibility with the operating
room, costs, acquisition time and image characteristics. Tables are included
to summarize this information. New generation of hybrid surgical room and
algorithms for real time/in room image processing were also investigated. Re-
sults Each imaging modality has its own (site- and procedure-specific) pe-
culiarities in terms of spatial and temporal resolution, field of view and con-
trasted tissues. Besides the benefits that each technique offers for guidance,
considerations about operators and patient risk, costs, and extra time required
for surgical procedures have to be considered. The current trend is to equip
surgical rooms with multimodal imaging systems, so as to integrate multiple
information for real-time data extraction and computer-assisted processing.
Conclusions The future of surgery is to enhance surgeons eye to minimize
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via Brecce Bianche, 12, 60131 Ancona (AN), Italy
E-mail: s.moccia@univpm.it

E. De Momi
Department of Electronics, Information and Bioengineering (DEIB), Politecnico di Milano
Piazza Leonardo da Vinci, 32, 20133 Milano (MI), Italy
∗ These authors equally contributed to this paper.



2 Paolo Zaffino∗ et al.

Fig. 1 Surveyed imaging modalities: X-rays, OCT (Optical Coherence Tomography), PA
(PhotoAcoustic) imaging, endo/laparoscopy, iMRI (intra-operative Magnetic Resonance
Imaging), iOUS (intra-Operative UltraSound), nuclear medicine, and Raman.

intra- and after-surgery adverse events and provide surgeons with all possible
support to objectify and optimize the care-delivery process.

1 Introduction

With the advent of Minimally Invasive Surgery (MIS), intraoperative imag-
ing started to play a crucial role in different fields, such as neurosurgery [1],
urology [2] and nephrectomy [3], to access hidden targets, allow intraoper-
ative optical biopsy, guide navigation and, in general, to guarantee minimal
invasiveness and maximal safety. In the last decades, several advancements
have been done in the field of intraoperative imaging, leading to real-time (or
quasi-real time) systems with higher resolution, efficiency, lower costs and able
to execute complex data analyses [4].

Intra-Operative UltraSound (iOUS), X-ray, Optical Coherence Tomogra-
phy (OCT), intra-operative Magnetic Resonance Imaging (iMRI), Nuclear
Medicine (NM), endo/laparoscopy, PhotoAcoustic (PA), and Raman imaging
are among the most rapidly evolving modalities, even if with different levels
of diffusion in clinics. In Fig. 1, exemplary intra-operative images are shown.
These imaging modalities are commonly exploited for different surgical tasks
and in different surgical phases, according to their specifications. Table 1 and
Table 2 summarize this information, while Table 3 highlights the main clinical
applications for each modality.
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iOUS X-ray OCT iMRI Endo/laparoscopy PA
Nuclear
medicine

Raman

Spatial resolution ∼ µm ∼ µm - mm µm mm ∼ µm - m ∼ µ m - m ∼ mm < mm
Temporal resolution [frame/s] ∼ 120 ∼ 7-30 ∼ 4-40 ∼ 5-15 ∼ 10-30 ∼ 10-30 < 0.01 < 0.01
Max field of view [mm] ∼ 200 ∼ 430 ∼ 200 ∼ 550 ∼ 100 ∼ 100 ∼ 5 ∼ 200
Costs [$] 10-100k 10-100k 10-100k 1-10M 0.1-10k 1-10k 10k 10-100k

Table 1 Imaging technique specifications. Orders of magnitude are reported.

iOUS X-ray OCT iMRI Endo/laparoscopy PA
Nuclear
medicine

Raman

Bones X X X
Muscles tendons ligaments X X X
Vessels X X* X X X
Cytoarchitecture X X
Metabolic and functional processes X X X X

*With contrast agent

Table 2 Enhanced tissues.

Considering how fast the field of intra-operative imaging is evolving, the
motivations behind reviewing such a topic resides in the fact that, by analyzing
the relevant state of art, we found that the majority of published reviews are
either focused on technical aspects (e.g. AR [5], anatomy segmentation [6],
deep-learning processing [7]) or limited to a specific imaging modality (e.g.
OCT [8], Endo/laparoscopy [9], iMRI [10], Raman [11]).

The closer work to ours is the one presented in [12], which, however, only
surveys emerging imaging modalities (i.e. fluorescence, PA, Raman and nuclear
imaging). As a result, considering such information, the importance of intra-
operative imaging in the surgery of the future will come to light. The goal of
the review is, instead, to provide a compact and updated source of information
for young researchers who are approaching the wide field on intra-operative
imaging, and a reference overview document for those already working in the
field.

This review article discusses the basic principles and development direc-
tions of intra-operative imaging modalities and is not intended to be a compre-
hensive review of intra-operative imaging applications. Eight imaging modal-
ities are surveyed: iOUS (Sec. 2), X-ray (Sec. 3), OCT (Sec. 4), (Sec. 5),
Endo/laparoscopy (Sec. 6), PA imaging (Sec. 7), Nuclear medicine (Sec. 8),
Raman spectroscopy (Sec. 9). To conclude this review, an overview of inte-
grated surgical rooms, as well as a survey of real-time/quasi real-time image
processing techniques for intraoperative applications, is presented (Sec. 10).
This way, we aim at providing the reader with useful information about the
forthcoming trend to install ad-hoc operating rooms (ORs).

To limit the overlap with previous survey papers, we selected the articles
according to the following criteria:

– Papers about clinical application, mainly reported in Table 4 and Table 5,
had to be published from 2010 onward; no restriction for papers introducing
general concepts about imaging physical principles;

– Papers not strictly discussing intra-operative applications (such as diagno-
sis and follow-up and clinical trials) were not considered.
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iOUS X-ray OCT iMRI Endo/laparoscopy PA
Nuclear
medicine

Raman

Neuro X X X X X X X
Ophtalmology X X X
Ear-nose-throat X X X X
Breast X X X X X X
Cardiothoracic and endovascular X X X X X
Abdominal X X X X X X X
Pelvic X X X X X X X
Orthopedic, cranial and maxillofacial X X X X X X

Table 3 Principal surgical applications.

Table 4 Application samples for Intra-Operative UltraSound (iOUS), X-ray and Optical
Coherence Tomography (OCT).

Method Year Application field Aim Imaging technique

Riva et al. [13] 2017 Neuro Brain-shift assessment iOUS
Farnia et al. [14] 2015 Pre-op planning update

Ahmadi et al. [15] 2015 Electrode positioning
Deffieux et al. Imbault et al. [16] 2017 Cortical mapping

Mura et al. [17] 2017 Cardiothoracic and Device tracking
endovascular

Brattain et al. [18] 2014 Tool tracking
Rahim et al. [19] 2018 Review on stent implantation
Alenezi et al. [20] 2015 Abdominal Vessel visualization
Antico et al. [21] 2019 Pelvic Review on guidance procedures

Petrover et al. [22] 2018 Orthopedic, cranial Guidance
and maxillofacial

Sharma et al. [23] 2016 Neuro Electrode placing X-ray
Burchiel et al. [24] 2013 Electrode placing
Barsa et al. [25] 2014 Spinal surgery
Barsa et al. [26] 2016 Spinal surgery
Dinesh et al. [27] 2012 Screw placement
Cooke et al. [28] 2011 Ventricular drain placement

Labadie et al. [29] 2014 Ear-nose-thorat Cochlear implantation
Wong et al. [30] 2011 Sinus surgery
Ing et al. [31] 2005 Cardiothoracic and Stent implantation

endovascular
Fitts et al. [32] 2008 Femoral artery puncture

Schwartz et al. [33] 2011 Valvular repair
Kenngott et al. [34] 2014 Abdominal and thoracic Liver surgery
Schafer et al. [35] 2012 Lung surgery

Simpfendorfer et al. [36] 2016 Renal surgery
Zelefsky et al. [37] 2010 Pelvic Prostate seed placement

Lee et al. [38] 2013 Gynecologic brachytherapy
Schichor et al. [39] 2017 Orthopedic, cranial Cranial neurosurgery

and maxillofacial
Bell et al. [40] 2011 Orthognathic surgery

Shaye et al. [41] 2015 Reconstructive surgery
Rabie et al. [42] 2011 Fracture reduction

Gieroba et al. [43] 2015 Review on hand surgery
Coste et al. [44] 2013 Screw fixation

Sullivan et al. [45] 2012 Dislocations reduction
Cunningham et al. [46] 2014 Fracture assessment

Hahn et al. [47] 2011 Ophthalmology Review on ophthalmic surgery OCT
Ray et al. [48] 2011 Retinal anatomy evaluation
Lee et al. [49] 2011 Retinal detachment repair

Falkner et al. [50] 2010 Epiretinal membrane monitoring
Siebelmann et al. [51] 2016 Canaloplasty

Das et al. [52] 2016 Cataract surgery
Carrasco et al. [53] 2016 Vitrectomy

Prati et al. [54] 2012 Cardiothoracic and endovascular Percutaneous coronary surgery
Imola et al. [55] 2010 Percutaneous coronary surgery
Kubo et al. [56] 2011 Review on coronary syndromes

Alfonso et al. [57] 2012 Coronary dissection
Gonzalo et al. [58] 2012 Stenosis assessment
Ferrante et al. [59] 2013 Review on coronary interventions

Sommerey et al. [60] 2015 Orthopedic, cranial Parathyroid gland identification
and maxillofacial

Chu et al. [61] 2010 Cartilage assessment
Nolan et al. [62] 2016 Breast Lymph node evaluation

Nguyen et al. [63] 2010 Lymph node evaluation
Bus et al. [64] 2013 Pelvic Upper urinary tract assessment

The 40% of the cited articles discuss the technical aspects of the investi-
gated modalities, the remaining 60% are about clinical applications.

2 Intra-operative Ultrasound (iOUS) Imaging

UltraSounds (US) are a succession of rarefactions and compressions transmit-
ted due to elastic forces between adjacent particles. Most diagnostic US has



A review on advances in intra-operative imaging for surgery and therapy 5

Table 5 Application samples for interventional Magnetic Resonance Imaging (iMRI),
Endo/laparoscopy, PhotoAcustic (PA) imaging, Nuclear medicine and Raman spectroscopy.

Method Year Application field Aim Imaging technique

Coburger et al. [65] 2015 Neuro Glioma resection iMRI
Li et al. [66] 2017 Glioma resection

Chakraborty et al. [67] 2017 Meningoma resection
Buchfelder et al. [68] 2016 Pituitary adenoma surgery

Ashour et al. [69] 2016 Skull base surgery
Choudhri et al. [70] 2015 Pediatric brain tumors

Ginat et al. [71] 2014 Tumor surgery
Mohyeldin et al. [72] 2017 Biopsy
Roessler et al. [73] 2016 Resective surgery for epilepsy
Warsi et al. [74] 2016 Pediatric epilepsy surgery
Cui et al. [75] 2016 Electrode placement

Jakobs et al. [76] 2018 Electrode placement
Guo et al. [77] 2018 Review on neurosurgery
Tzifa et al. [78] 2012 Cardiothoracic and endovascular Review on cardiac catheterization
Eitel et al. [79] 2014 Cardiac ablation

Wegelin et al. [80] 2017 Pelvic Review on prostate biopsy
Mehrtash et al. [81] 2018 Prostate biopsy

Kapur et al. [82] 2013 Gynecologic brachytherapy
Ahrar et al. [83] 2018 Orthopedic, cranial Review on musculoskeletal system

and maxillofacial
Sequeiros et al. [84] 2018 Review on musculoskeletal system
Pediconi et al. [85] 2018 Breast Review on tumor ablation
Chevrier et al. [86] 2016 Review on biopsy

King [87] 2015 Skin Wound assessment Endo/laparoscopy
Thatcher [88] 2016 Burn assessment
Thatcher [89] 2016 Burn assessment
Fabelo [90] 2018 Neuro Brain tumor delineation
Ohayon [91] 2018 Neural activity assessment
Ayala [92] 2019 Neural activity assessment

Moccia [93] 2018 Abdominal Tissue classification
Kumashiro [94] 2016 Tumor detection

Wirkert [95] 2016 Physiological parameter assessment
Wirkert [96] 2017 Physiological parameter assessment
Clancy [97] 2015 Blood oxygenation assessment
Zuzak [98] 2011 Pelvic Tissue oxygenation assessment
Holzer [99] 2011 Renal oxygenation assessment

Clancy [100] 2016 Oxygenation assessment
Saso [101] 2018 Perfusion assessment

Nandy [102] 2016 Malignant tissue classification
Lin [103] 2017 Oxygenation assessment
Van [104] 2017 Lymph node evaluation

Crane [105] 2011 Lymph node evaluation
Van [106] 2011 Tumor tissue detection

Mascharak [107] 2018 Ear-Nose-Throat Tumor tissue detection
Lu [9] 2014 Tumor tissue detection

Pike [108] 2016 Tumor tissue detection
Lu [109] 2016 Breast Tumor margin delineation
Lu [110] 2015 Tumor tissue detection

Ray et al. [111] 2011 Neuro Brain tumor delineation PA imaging
Bell et al. [112] 2015 Pituitary surgery
Yao et al. [113] 2014 Review on brain procedures
Van et al. [114] 2015 Cardiothoracic and endovascular Review on flow imaging

Ermolayev et al. [115] 2016 Breast Perfusion monitoring
Li et al. [116] 2016 Tumor margin assessment

Diot et al. [117] 2017 Tumor margin assessment
Dima et al. [118] 2013 Abdominal Viability assessment
Allard et al. [119] 2018 Pelvic Uterine artery visualization
Bell et al. [120] 2015 Brachiterapy seed localization

Ozkan et al. [121] 2015 Skin Lymph nodes in melanoma Nuclear medicine
Ghosh et al. [122] 2017 Breast Lymph nodes in breast

Bluemel et al. [123] 2014 Ear-Nose-Throat Lymph nodes in oral cancer
Vermeeren et al. [124] 2010 Lymph nodes in head and neck
Vermeeren et al. [125] 2010 Adbominal Paraaortic sentinel lymph nodes
Vermeeren et al. [126] 2011 Prostate sentinel lymph nodes Pelvic

Wang et al. [127] 2015 Cardiothoracic and endovascular Tumor detection Raman spectroscpy
Reder et al. [128] 2017 Breast Tumor margin assessment

Thomas et al. [129] 2017 Tumor margin assessment
Garai et al. [130] 2015 Abdominal Tissue classification

frequencies in the range 2-20 MHz [131]. The way elastic waves are reflected
provides information about internal tissues.

US imaging techniques have been introduced as intra-operative imaging
modalities (iOUS) thanks to their real-time acquisition, reduced OR encum-
brance and limited costs, which allow full in-room compatibility.

Technological advancements. Recent technological advancements of iOUS are
related to:

– Probe miniaturization, down to few mm in diameter, which allows the
probe insertion in hollow cavities, such vessels in vascular or cardiac pro-
cedures and in the patient abdomen trough the trochar port during min-
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imal invasive surgery. This led to Intra-Cardiac Echocardiography (ICE),
TransEsophageal Echocardiography (TEE), TransRectal US (TRUS) and
IntraVascular US (IVUS). On this regard, an interesting comparative study
IVUS vs OCT has been recently published [19].

– Probe navigation and 3D probes realization, which allows the visualization
of a volumetric dataset, rather than a planar slice.

– Signal processing capabilities, which allow for real-time visualization of
inner anatomical structures and surgical tools.

– High focused US implementation, for precise targeting of therapy (see para-
graph 5.2).

Volumetric US imaging is surely among the most impacting advancements
of iOUS systems in the actual clinical practice. A review on real-time 3D US
imaging technology has been recently published [132].

Volumetric US imaging can be achieved using 3D probes [133] and spa-
tial localizing the probe with external measuring devices and properly cali-
brated [134]. Alternatively, US volumetric probes can be rigidly attached to
robot end-effectors and provide intra-operative guidance of surgical interven-
tions [135].

Deep learning has been recently employed to reconstruct the 3D volume
without any external tracking device [136]. 3D volume reconstruction can be
achieved with frame rates up to 120 frames/s [137].

The technological pharmacological combination of capsule endoscopy with
US-mediated Targeted Drug Delivery (UmTDD) carries new potential for
treatment of diseases throughout the gastro-intestinal tract. Finally Contrast-
Enhanced US (CEUS) are used during robotic-assisted kidney surgery [20] to
enhance the visualization of macro and microvasculature of the kidneys.

Limitations and open issues. IOUS based devices are portable and low-cost
systems for obtaining intra-operative information. Some open issues are still
limiting their adoption in some clinical procedures, such as:

– Poor tissue contrast due to low Signal-to-Noise Ratio (SNR), despite the
adoption of contrast media (e.g. such as microbubbles). This is particularly
limiting neurosurgical navigation, since the planning phase is currently
done on pre-operative CT or MRI sequences.

– Limited spatial resolution and FoV (inverse relationship, both are function
of the excitation frequency of the transducer).

3 X–ray

X-ray based imaging techniques take advantage of the capability of high-energy
photons to penetrate the matter. Radiations are artificially generated by means
of X-ray tubes and it is possible to adjust the beam energy depending on pa-
tient size and desired tissue contrast. Information about the internal anatomy
of the subject are revealed by photon attenuation through the matter [138].
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Projective (2D) or tomographic (3D) images can be generated depending on
the device configuration. Both type of images can be acquired over time, al-
though only 2D digital radiography (i.e. fluoroscopy) offers true real time imag-
ing. High contrast is obtained for bone and air; soft tissues can be enhanced by
injecting a radiocontrast agent. The use of X-rays is limited by the maximum
patient’s radiation exposure stated by radiation protection limits.

Technological advancements. X-rays for intraoperative use were introduced in
the ’50, when Philips developed the first flexible and portable device known as
C-arm. Nowadays, digital flat panel detectors replaced traditional image in-
tensifiers, since they offer higher transducer efficiency with lower dose, higher
spatial and radiometric resolution (100-200µm and 14-16 bits respectively),
fast sample rate (25-40Hz), larger FoV, and lower image degradation over the
period of use. C-arms are traditionally used for static and cine 2D acquisition.
However, since the arm can revolve 360◦ around the patient, Cone Beam Com-
puted Tomography (CBCT) can be acquired for 3D volume reconstruction. In
addition, in room CT devices are also available:

1. On rail intraoperative CT (iCT), which are normal diagnostic CT scanners
that can be moved into the room through ceiling rails. In some cases, the
scanner is fixed and the surgical couch can be moved inside the CT device;

2. Small and portable CT scanners which can be moved in and out from the
surgical room.

The last technological advancements are now directed towards the possibility
to enhance soft tissue contrast without injecting contrast mean. This can be
obtained by means of: 1) dual energy X-ray sources; 2) use of different ionizing
radiations, such as proton or carbon ion beams, to obtain proton radiography
and tomography [139, 140]. Even if such cutting edge technologies are not
currently used for intraoperative applications, it is very likely they will be the
next frontier of this in room modality.

Technological advancements about X-rays for guidance are related also to
radiotherapy applications where X-ray beams are used not only for treatment,
but also for guidance. To this purpose, stereoscopic radiographs for 3D re-
construction and CBCT are widely employed to verify patient’s position and
localize the tumor [141, 142]. In some centers, on rail CT and iCT are also em-
ployed for performing optimal adaptive radiotherapy treatments with the same
quality of planning CT [143]. Linear accelerator have been integrated with CT
scanner as for TomoTherapy® and robotic X-ray arms as for CyberKnife™

for high precision radiosurgery treatments [144]. Another promising technique
relies in exploiting Cherenkov emission during irradiation in order to visualize,
in real time, surface dose on the patient skin. This method has been proved for
breast radiotherapy [145] and total skin electron therapy [146], demonstrating
the improvement of the irradiation quality assessment.

Limitations and open issues. The principal limitation of intraoperative X-ray
based imaging is the invasiveness of ionizing radiation for biological tissues.
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In the last years, particular attention has been payed to reduce X-ray dose
delivered both to patient and staff [147, 148]. Especially for pediatric patients,
other imaging techniques are preferred, when possible, to minimize the radi-
ation exposure. From the image quality point of view, an important issue is
represented by the presence of metal inserts which generate artifacts, espe-
cially for high density material [149]. Many efforts are also made to improve
the quality of CBCT reconstruction. In fact, due to the conic aperture of the
beam, photon scatter represents a serious issue for image degradation. Many
scatter correction algorithms have been proposed in literature [150, 151]. How-
ever, standard practical solutions still remain inadequate.

4 Optical Coherence Tomography (OCT)

Optical coherence tomography [152] is an imaging technique able to provide
1D (also named A-scan), 2D (B-scan) and 3D representations of biological
tissue. It takes advantage of the optical reflection of light to obtain spatial
information of the sample structure. By exploiting this physical propriety, it
is possible to acquire high resolution images (axial resolution in the range of
µm) without any tissue damage nor ionizing radiation dose delivered. Tissue
details are revealed by time of flight of transmitted/reflected light signal, that
is related to sample structure and composition. Ultrashort laser pulse, as well
as low-coherence light, can be used as energy source. 2D images over time can
be acquired and directly shown, meanwhile 4D representation (volumes over
time) has been recently introduced.

Real-time OCT imaging has been made possible by Graphics Processing
Units (GPU) computational power [8] and spectral-domain paradigm.

OCT has full in-room compatibility, since no risks exist for patients and
operators. Anyway, as discussed in [153], metallic surgical tools can affect
OCT image quality (e.g. introducing shadow). For this reason, in order to
allow a real-time intraoperative OCT, instead of a “stop and scan“ approach,
instruments made of alternative materials (such as plastics and silicone) can
be used.

Technological advancements. Since the presentation of this new modality, re-
ducing acquisition time and improving image quality were the most important
challenges to deal with. The introduction of spectral-domain OCT as an alter-
native to time-domain OCT, allowed to reduce scanning time, making easier
the investigation of bigger volume sample [154, 155] and facilitating a real
intraoperative usage. In addition to the spectral-domain strategy, another im-
portant improvement was the possibility to join the probe with microscopes,
surgical instruments (such as needles), and laser modules [8].

Limitations and open issues. Currently, main OCT limitations are due to the
narrow FoV (including reduced depth of penetration) achievable by means
of this modality. However, in [156], a possible methodology to overcome this
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Table 6 Main characteristics of iMRI scanners

Characteristics Low-field High-field

Portable Yes No
Compatibility with the standard OR Yes No
Easy access to the operator Yes No
Compatibility with surgical tools Yes No
Real-time imaging Yes Yes
Image quality Poor High
Special sequences No Yes

limitation has been successfully tested, enabling an acquisition of a FoV up to
20× 20 cm. If compared with IVUS, OCT has a smaller depth of penetration,
that in turn affects the FoV.

5 Intra-operative Magnetic Resonance Imaging (iMRI)

MRI is based on the interaction of H+ proton spins immersed in a magnetic
field and stimulated by Radio Frequency waves (RF pulse).

Tissues containing mobile protons, such soft tissues, present very high con-
trast in MRI. The contrast can be even modified in a process called pulse
sequence, where a certain number of RF pulses and magnetic field gradients
is set and combined to obtain an image with anatomical or functional ap-
pearance, such as for Perfusion MRI (Pe-MRI), MR Angiography (MRA),
MR Venography (MRV), Diffusion Weighted Imaging (DWI), functional MRI
(fMRI) [157].

Due to the high combination of parameter setting, MRI is a very versatile
technique. It provides high image quality in terms of spatial and contrast
resolution, it combines morphological and physiological information, it features
multiplanar 2D acquisition in any direction and orientation, as well as 3D
isotropic voxel acquisition. Moreover, it does not involve ionizing radiations,
thus being less invasive than X-ray based imaging. On the other end, MRI
is prone to several artifacts, most important being motion and magnetic field
distortion and it can be dangerous for the patient in presence of metal implants
and active implantable medical devices.

Technological advancements. From the equipment perspective, the current pos-
sible configurations for iMRI can be grouped into 2 classes [158], whose main
characteristics are reported in Table 6:

– Low field scanners: with a static magnetic field ≤1T, they are small and
portable devices [159] with a gap to allow access to the patient during the
surgical procedures.

– High field scanners: with a static magnetic field ≥ 1.5T (closed bore). They
are introduced to the OR by means of ceiling rails (or the patient is moved
inside the scanner by means of a movable operative table [160]). The main
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advantage is the higher image quality and the possibility to acquire non-
anatomical images (DWI, Pe-MRI, MRA and fMRI).

Specific pulse sequences allowing rapid imaging have been developed for real-
time or quasi real-time imaging (10-20 frames/s [83, 161]).

Technological advancements led iMRI to be used as guide during radiother-
apy and US based treatments. Image guidance in radiotherapy plays a crucial
role for correct patient positioning, organ and tumor motion assessment dur-
ing radiation delivery. By now, the scene has been dominated by US, optical
tracking systems and X-ray based techniques, both for photon [162] and proton
based treatments [163]. However, very recently, LINear ACcelerators (LINAC)
have been integrated with MRI, giving birth to the first LINAC-MRI systems.

The great advantage provided by MRI guidance is the possibility to clearly
contrast the cancerous tissue without use of any implanted or external surro-
gate point. Due to the promising results, the current trend in radio/particle
therapy is to move toward MRI based treatments [164, 165].

US energy, finally, can be used to heat, store the heat and then release
the heat over time into the tissue to be treated [166].The focal point can be
localized using pre-operative MRI (MR-guided focused US or MRgFUS). Intra-
operatively, [167] introduced focal spot localization using Harmonic Motion
Imaging (HMI). The motion of the organs can be compensated using robotic
end-effectors [168].

Limitations and open issues. iMRI systems, especially in the high field con-
figuration, are still very expensive and require a re-arrangement or a complete
new installation of the OR and the use of specific MRI-safe devices.

In many cases, the time required for operations increases compared to the
standard navigation and the involved personnel need a specific training to
work in presence of magnetic field. These issues limit the spread of iMRI to
specialized clinical institutions or very big hospitals.

It is possible to foresee in the future a higher presence of iMRI in the OR,
especially with the new trend of multi-modal operative rooms.

6 Endo/laparoscopy

With the spread of MIS procedures, endo/laparoscopic imaging has become
one of the most popular intraoperative imaging modality. Laparoscopic imag-
ing is an optical, non-invasive and non-ionizing technology that provides sur-
geons with 2D images, with three (e.g., in case of RGB) or more channels, of
the surgical scene. With respect to other imaging modalities (such as MRI and
X-ray), endo/laparoscopic imaging is also fully compatible with standard OR
instrumentation [169].

Besides standard RGB imaging, powerful solutions include barrow band
imaging, which is an optical technique where a filtered light enhances the vi-
sualization of epithelial and subepithelial microvascular patterns [170]. This
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technique exploits the physical property that the depth of penetration of light
is dependent on its wavelength. Narrow-Band Imaging (NBI) filters select the
blue and green light with wavelengths of 415 and 540 nm, respectively, that
correspond to the peaks of absorption of hemoglobin. These filtered wave-
lengths penetrate, respectively, the epithelium, thus highlighting the capillary
network and the deeper levels, enhancing the subepithelial vessels.

Technological advancements. Within this context, Multi-HyperSpectral Imag-
ing (MHSI) has drawn the attention of the medical-imaging community, even if
its use inside the OR is still limited. [171] MHSI enables to capture both spatial
and spectral information on structures. MHSI provides images that generally
have dozens (multispectral) or hundred (hyperspectral) of channels, each cor-
responding to the reflection of light within a certain wavelength band [172].
Multispectral bands are usually optimized to encode the informative content
which is relevant for a specific application [173]. Similarly to NBI systems,
the measured reflectance spectrum is influenced by the optical properties of
tissues, including the concentration of absorbers, such as hemoglobin, and
scatterers, such as cells or structural connective tissues. However, MHSI al-
lows higher resolution than NBI and often guarantees more accurate tissue
analysis [172, 93].

As a natural evolution of MHSI, Multi-HyperSpectral Fluorescence Imag-
ing (MHSFI) is also becoming more and more spread [174, 175, 176]. By com-
bining MHSI and fluorescence molecular techniques (mostly based on fluo-
rescein/fluorescein isothiocyanate or indocyanine green molecules), MHSFI is
particularly suitable when dealing with tissues with multiple fluorescent la-
bels that, however, have similar color and texture appearance (according to
the human eye) and are localized in spatially overlapping areas.

Recently, fluorescence spectroscopy provided by 5-aminolevulinic acid (5-
ALA) is showing promising results in assisting neurosurgeons during tumor
resection. On this regard, studies were conducted to compare 5-ALA and iMRI,
and the impact of a combined usage of these techniques [177, 178].

Large interest is today given to the development of near-infrared fluores-
cent probes for tumor margin assessment intraoperatively [179] [180] [181]
[182]. Fluorescent probes may allow to detect lesions at an early stage, where
conventional imaging may fail, lowering patients morbidity and mortality.

Label-free fluorescence lifetime imaging (FLIm) is a novel surgical-guidance
technique, which relies only on tissue autofluorescence, without requiring ex-
ogenous contrast agents. By exploiting time-resolved measurements, FLIm
overcomes the limitations of steady-state fluorescence, where non-uniform tis-
sue illumination, and variable presence of endogenous absorbers may interfere
with the fluorescence signal of interests. Preliminary results are already avail-
able for applications in surgery. [183] [184] [185] [186]

Limitations and open issues. With advances in high-energy pulsed lasers,
hardware cameras, image analysis methods, and computational power, many
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exciting applications in the medical field have been proposed in the endo/laparo-
scopic fields.

MHSI and MHSFI offer a straightforward measurement of tissue charac-
teristics (e.g. texture and perfusion), as long as the visualized tissue is close to
the surface. This actually limits the use of MHSI/MHSFI when deeper tissues
need to be investigated.

When dealing with steady-state fluorescence imaging (i.e., FLIm is ex-
cluded here), a further potential issue is represented by tissue autofluores-
cence, which is present in many living, non-cancerous cells. The autofluores-
cence causes non-specific background fluorescence, which may interact with
the true cancer-specific fluorescent signal, and limit the imaging quality. With
FLIm, this issue is not present. Open issues here deal with tissue motion and
acquisition setup preparation, which may still require heavy time-consuming
manual correction.

Selecting the most MHSI and MHSFI informative spectral bands and the
most discriminative fluorescence molecules is crucial to allow the best visual-
ization of structure of interests [173, 174]. MHSI/MHSFI systems could cover
ultraviolet (200 to 400 nm), visible (400 to 780 nm), near (780 to 2500 nm)
and mid infrared (2500 to 25000), depending on applications. However, visible
and near infrared are the most widely used spectral ranges [9].

A further issue is related to real-time data acquisition. Depending on hard-
ware set-up and number of recorded spectral channels, acquisition time can
range from a few seconds to several minutes. This could lead to misalign-
ment in the multispectral stacks, resulting in noisy and blurred multispectral
images, where the same pixel measured at different band could correspond
to different tissues. Lens distortion and noisy image borders should also be
considered when visualizing and processing multispectral data. Considering
the high number of image channels, computational-time issues arise also when
processing MHSI/MHSFI data, e.g. for segmentation purposes.

The translation of MHSI/MHSFI into the actual clinical practice is still lim-
ited by costs, even if now cheaper and cheaper sensors are becoming available.
Moreover, the general lack of surgical guidelines and training could explain
the slow introduction of MHSI/MHSFI in the OR.

7 Photoacoustic imaging

PA imaging is emerging as a new biomedical imaging modality based on the
photoacoustic effect. In photoacoustic imaging, non-ionizing laser pulses are
delivered into biological tissues (when radio frequency pulses are used, the
technology is referred to as thermoacoustic imaging). Some of the delivered
energy will be absorbed and converted into heat, leading to transient ther-
moelastic expansion and thus wideband (i.e. MHz) ultrasonic emission. The
generated ultrasonic waves are detected by ultrasonic transducers and then
analyzed to produce images.
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Technological advancements. Thus, PA is naturally a 3D imaging modality.
To lower costs and acquisition time associated to volumetric US detectors,
other strategies can be used, such as using 2D US detectors focused on a plane
or spherically-focused US detectors for sampling one point in the FoV at a
time [187].

Technological advancements in parallel detection and fast tuning of optical
parametric oscillators allowed real-time multispectral PA, pushing its use in
the clinical practice [188, 189, 190].

Limitation and open issues. PA imaging is evolving fast but, although many
exciting applications have been proposed in the medical field, large clinical
trials are still lacking. One relevant issue is the PA signal attenuation, which
prevents using this technology for imaging small and deep tissues. Hard tis-
sue imaging (e.g. human brain imaging) is also prevented due to aberration
processes of US wave-fronts.

8 Nuclear medicine

Nuclear medicine based imaging provides information about the metabolism
and functionality of tissues and organs, rather than anatomical details. It
exploits the possibility to mark with a radioactive substances a given molecule
involved into a physiological/pathological process. The obtained compound
(also named radiopharmaceutical) is administered to the patient and then,
by directly tracking the signal emitted by the radioactive element, functional
details of the tissues can be revealed (both in 2D and in 3D).

As well as other imaging modalities, also nuclear medicine has been used
to provide intraoperative information to the surgeon [191]. In such a scenario,
however, in room devices could significantly differ from diagnostic scanners.
In fact, for intraoperative applications, 2D images are usually obtained by a
hand-held probe. In addition, by combining localization system and 2D hand
probe, it is possible to extract intraoperative volumetric representation of the
radiopharmaceutical distribution [192].

Technological advancements. Over the years, the main technological advance-
ments in this field were about the detector (commonly called ”gamma cam-
era”). Similarly to the diagnostic scanners, also the hand probe devices relies
on detectors that can be classified as belonging to two different classes: scin-
tillators (such as NaI(Tl) and bismuth germinate (BGO)) and semiconductors
(Cadmium-Zinc-Telluride (CZT)). Both solutions offer advantages and disad-
vantages and both have been commercially used [193].

Limitations and open issues. Although nuclear medicine probes can provide
intra-operative information about tissues metabolism and lead to more ac-
curate surgery procedure, some drawbacks still remains. Such limitations are
mainly related to the physical working principle behind this modality. In par-
ticular, the main disadvantages are:
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– Patient and operators are exposed to ionizing radiation.
– The system generates images with limited spatial and temporal resolution,

low SNR and small FoV.

9 Raman spectroscopy

Raman spectroscopy has emerged as a potential tool for detecting biochemical
differences between cancerous and healthy tissue, improving the accuracy of
tumor surgery since it is fast, non-destructive and non-invasive [194, 11].

In this modality, a laser light interacts with tissue sample and, due to the
Raman effect, a portion of this light undergoes to an energy shift. The amount
of the energy shift is informative about molecular composition of the tissue,
resulting into a full characterization of the sample.

Raman spectroscopy does not require any special tissue preparation and
staining or labelling, thus being cheap and fast. Moreover, the biochemical
interpretation of the biological samples assists in the objective and quantita-
tive evaluation about the tissue, overcoming the issues of the more subjective
histopathological diagnosis performed by a single or panel of pathologists.

Technological advancements. Recent advancements in the field include Surface-
Enhanced Raman Spectroscopy (SERS) [195] and Raman-Encoded Molecular
Imaging (REMI) [196] that, by exploiting nanoparticles delivered to the sam-
ple, allow both to amplify Raman signal (by a factor of ∼10 orders of mag-
nitude), and to speed up the acquisition process. On this regard, the design
of ad-hoc nanoparticles, able to provide improved signal intensity, can fur-
ther help Raman spetroscopy to better detect different types of tumor [197].
Finally, an unique triple-modality MRI/PA/Raman has been developed and
tested [198].

Limitation and open issues. The main limitation and open issue of intraopera-
tive Raman spetroscopy is about the safety in evaluating not excised patient’s
tissue. In fact, since both SERS and REMI require nanoparticles tags directly
applied on the tissue to analyze, the toxicity of this procedure should be care-
fully investigated.

10 Hybrid surgical rooms and real-time/quasi real-time image
processing.

With the increasing need of image guidance in surgery and therapy, most of
the modern surgical rooms are equipped with multimodal imaging systems.
These are referred as hybrid surgical (or operating) rooms (or theatres). The
most advanced present a multi-room layout to allow the presence of high field
iMRI and CT or Positron Emission Tomography (PET)/CT scanner. Hybrid
surgical rooms offer the advantage of performing different procedures in the
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same place. This is also a safety benefit from the patient side: if something goes
wrong during a planned intervention the lay-out can easily converted to a more
complicated surgical procedure. From the surgeon and medical staff side, these
rooms offer the state of the art advancements in terms of imaging integration,
real time data extraction and, in some case, voice and hand gesture control.

A representative example is the Advanced Multimodal Image-Guided Op-
erating (AMIGO) suite (see Fig. 2), at Brigham Women Hospital in Boston
(USA), which was launched in 2011. AMIGO consists of three adjacent rooms.
The central room is the OR and it is equipped with MRI-compatible anesthe-
sia delivery and monitoring systems; a surgical microscope with near-infrared
capability; surgical navigation systems that track handheld tools; a ceiling-
mounted C-Arm X-Ray system and 3D ultrasound devices. The side rooms
include a high field (3T) iMRI scanner and a PET/CT scanner respectively.
The iMRI can be moved into the OR by ceiling rails. The PET/CT is fixed
and the patient is transferred from the OR through a shuttle system. Since
its launch, more than 2000 (by January 2019) MIS procedures have been per-
formed in AMIGO, mostly being neurosurgeries, ablations and biopsies [199].

The trend has pushed companies like Siemens Health Care1 (Erlangen,
Germany) and IMRIS2 (Winnipeg, Canada) to invest on hybrid surgical rooms
for different applications. Besides the advantages that a hybrid OR offers,
its cost is still very high, ranging from 1 million to 4 million dollars, and
it often requires re-restructuring the existing space. Moreover, with the fast
technological advancement, these suites have to flexible to rapid changes and
renovations. So, we can say that the future of OR is going to be hybrid, but
still some year is required to have them as clinical practice.

On the other hand, taking advantage of image-processing algorithms, intra-
operative images can be enriched by i) computing and showing supplementary
information extracted from the image itself ii) merging different and comple-
mentary acquisitions of the same anatomical district.

A straightforward solution to achieve these goals is using augmented and
virtual reality [200].

However, the low image quality of some intraoperative images and the
real-time or quasi real-time processing to be guaranteed pose technological
challenges. Intraoperative processing algorithms can be grouped as:

– Structure segmentation, identification and tracking:
Anatomical structures, as well as surgical tools, can be automatically iden-
tified (segmented) or tracked over time to provide surgeons with decision
support and context awareness.
Exemplary applications include vertebrae [201] segmentation on fluoroscopy
images, tissues and surgical tools tracking [202] in 3D US, vessel seg-
mentation [203], organ segmentation and tumor margin assessment in la-
paroscopic imaging [204, 205, 206], surgical tool detection in video la-

1 https://www.healthcare.siemens.com/clinical-specialities/surgery/

experience-hybrid-or/360-tour
2 https://www.imris.com

https://www.healthcare.siemens.com/clinical-specialities/surgery/experience-hybrid-or/360-tour
https://www.healthcare.siemens.com/clinical-specialities/surgery/experience-hybrid-or/360-tour
https://www.imris.com
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Fig. 2 Overview of AMIGO surgical room. Courtesy of the Surgical Planning Laboratory,
Brigham and Women’s Hospital, USA. Reprinted with permission from the authors.

paroscopy [207], cancerous tissue [208] and organs at risk [209, 210, 211],
panorama stitching to enlarge the field of view [212], surface reconstruc-
tion in plastic surgery [213], identification in planning radiotherapy CT,
brachitherapy [214] and biopsy [81] needles segmentation in iMRI, and
pyramidal tract reconstruction [215].

– Physiological parameter estimation: medical images have been used also
to esteem some physical and physiological parameters not directly measur-
able. Examples include iOUS-based flow estimation [216] and assessment of
right ventricular function [217], oxygenation level assessment on MHSI [95].

– Workflow analysis: automatic methodologies, strongly relying on OR video
images and able to recognize and to analyze each phase of the operation,
could promptly and automatically detect possible incidents and/or docu-
ment the whole procedure [218, 219].

Finally, in the last years, algorithms for converting one image modality to
another one have been developed, in particular for radiotherapy application
(e.g. MRI to CT, and CBCT to CT) [220, 221, 222, 223].

11 Discussion and conclusion

Nowadays, several image modalities are available, each of which offers differ-
ent characteristics (resolution, invasiveness, surgical compatibility, cost) and
different contrast among tissues. The best modality to use for the specific use
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case is decided by the surgeon by considering and evaluating all the specific pe-
culiarities of each of them. Depending on the chosen modality, adopting some
preventive measure to guarantee the safety of both operators and patient could
be necessary. This has also to be considered in robotic-assisted surgery sce-
narios. An increasing number of clinics have started to increment the type of
imaging devices usable by physicians into the OR, especially in large hospital
centers. Meanwhile, the last frontier of science in the field is represented by
real-time processing of the acquired images to provide the surgeon with addi-
tional information. However, the majority of the developed technology is still
for research purpose only, without any Food and Drug Administration and/or
European Conformity approval.

The aim of this review was to provide the reader with an updated overview
about currently available imaging modalities for intraoperative guidance (iOUS,
X-ray, OCT, iMRI, video-endoscopy, NM, PA, and Raman spectroscopy). For
each modality, physical working principle, technological advancements, and
relevant pros and cons were reported and discussed, highlighting sample ap-
plications in several surgical scenarios. In view of such information, supported
also by a survey about pioneering hybrid surgical rooms and real time image
processing algorithms, the importance of image guided surgery for achieving
better therapy come to light.

To conclude, we drew a path for helping students, scientist and health care
worker, to guess, design and choose the surgical room of the future.
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189. T. Kirchner, F. Sattler, J. Gröhl, and L. Maier-Hein, “Signed real-time
delay multiply and sum beamforming for multispectral photoacoustic
imaging,” Journal of Imaging, vol. 4, no. 10, p. 121, 2018.

190. J.-M. Yang, K. Maslov, H.-C. Yang, Q. Zhou, K. K. Shung, and
L. V. Wang, “Photoacoustic endoscopy,” Optics Letters, vol. 34, no. 10,
pp. 1591–1593, 2009.

191. N. C. Hall, S. P. Povoski, J. Zhang, M. V. Knopp, and E. W. Martin Jr,
“Use of intraoperative nuclear medicine imaging technology: strategy
for improved patient management,” Expert Review of Medical Devices,
vol. 10, no. 2, pp. 149–152, 2013.

192. R. A. V. Olmos, S. Vidal-Sicart, and O. E. Nieweg, “Technological innova-
tion in the sentinel node procedure: towards 3-d intraoperative imaging,”
European Journal of Nuclear Medicine and Molecular Imaging, vol. 37,
no. 8, pp. 1449–1451, 2010.

193. S. Heller and P. Zanzonico, “Nuclear probes and intraoperative gamma
cameras,” in Seminars in Nuclear Medicine, vol. 41, pp. 166–181, Else-
vier, 2011.

194. E. Hanlon, R. Manoharan, T. Koo, K. Shafer, J. Motz, M. Fitzmaurice,
J. Kramer, I. Itzkan, R. Dasari, and M. Feld, “Prospects for in vivo raman
spectroscopy,” Physics in Medicine & Biology, vol. 45, no. 2, p. R1, 2000.

195. D. Cialla-May, X.-S. Zheng, K. Weber, and J. Popp, “Recent progress
in surface-enhanced Raman spectroscopy for biological and biomedical
applications: from cells to clinics,” Chemical Society Reviews, vol. 46,
no. 13, pp. 3945–3961, 2017.

196. Y. Wang, S. Kang, A. Khan, G. Ruttner, S. Y. Leigh, M. Murray, S. Abey-
tunge, G. Peterson, M. Rajadhyaksha, S. Dintzis, S. Javid, and J. T.
Liu, “Quantitative molecular phenotyping with topically applied sers
nanoparticles for intraoperative guidance of breast cancer lumpectomy,”
Scientific Reports, vol. 6, p. 21242, 2016.

197. S. Harmsen, R. Huang, M. A. Wall, H. Karabeber, J. M. Samii,
M. Spaliviero, J. R. White, S. Monette, R. O’Connor, K. L. Pitter, S. W.
Lowe, R. G. Blasberg, and M. F. Kircher, “Surface-enhanced resonance
Raman scattering nanostars for high-precision cancer imaging,” Science
Translational Medicine, vol. 7, no. 271, pp. 271ra7–271ra7, 2015.

198. M. F. Kircher, A. De La Zerda, J. V. Jokerst, C. L. Zavaleta, P. J. Kem-
pen, E. Mittra, K. Pitter, R. Huang, C. Campos, F. Habte, R. Sinclair,
M. I. K. Brennan, Cameron W and, E. C. Holland, and S. S Gamb-
hir, “A brain tumor molecular imaging strategy using a new triple-
modality MRI-photoacoustic-Raman nanoparticle,” Nature Medicine,



A review on advances in intra-operative imaging for surgery and therapy 35

vol. 18, no. 5, p. 829, 2012.
199. C. M. Tempany, J. Jayender, T. Kapur, R. Bueno, A. Golby, N. Agar, and

F. A. Jolesz, “Multimodal imaging for improved diagnosis and treatment
of cancers,” Cancer, vol. 121, no. 6, pp. 817–827, 2015.

200. S. Bernhardt, S. A. Nicolau, L. Soler, and C. Doignon, “The status of
augmented reality in laparoscopic surgery as of 2016,” Medical Image
Analysis, vol. 37, pp. 66–90, 2017.

201. S. Reiml, T. Kurzendorfer, D. Toth, P. Mountney, S. Steidl, A. Brost,
and A. Maier, “Automatic vertebrae segmentation in fluoroscopic images
for electrophysiology,” in 2017 IEEE Nuclear Science Symposium and
Medical Imaging Conference Record (NSS/MIC), 2017.

202. C. Nadeau, H. Ren, A. Krupa, and P. Dupont, “Intensity-based visual ser-
voing for instrument and tissue tracking in 3d ultrasound volumes,” IEEE
Transactions on Automation Science and Engineering, vol. 12, no. 1,
pp. 367–371, 2015.

203. S. Moccia, S. Foti, A. Routray, F. Prudente, A. Perin, R. F. Sekula,
L. S. Mattos, J. R. Balzer, W. Fellows-Mayle, E. De Momi, and C. Riv-
iere, “Toward improving safety in neurosurgery with an active handheld
instrument,” Annals of Biomedical Engineering, vol. 46, no. 10, pp. 1450–
1464, 2018.

204. S. Moccia, L. S. Mattos, I. Patrini, M. Ruperti, N. Poté, F. Dondero,
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