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Abstract

Overall Survival in Spinal Metastasis Surgery, Single Center Experienced in 5 Years

Paurames Suppapanya, M.D.*, Krishnapundha Bunyaratavej, M.D., Dip. Thai Board of Neurological Surgery*
Neurosurgery Surgery Unit, Department of Surgery, Faculty of Medicine, Chulalongkorn University, Bangkok,
Thailand.

Objectives: The researchers aimed to evaluate overall survival after surgery in patients with spinal
metastases and to identify prognostic factors influencing survival time.

Materials and Methods: This retrospective study was conducted over a 5-year period at Chulalongkorn
Hospital, from January 2017 to January 2022. Data collected included demographic information, primary
cancer type, level of metastasis, presence of weakness, Revised Tokuhashi Score (RTS), modified Rankin
Scale (mRS) score, and overall survival after spine surgery.

Results: Among 78 patients who underwent spinal surgery, those with an RTS of > 7 had a median
survival of 14.20 months and a mean survival of 13.48 months. Significant prognostic factors for survival
included RTS (HR 0.7 [95% Cl: 0.62-0.81]), mRS at presentation (HR 1.43 [95% CI: 1.1-1.87]), and
cancer type, specifically thyroid (HR 0.04 [95% CI: 0—0.4-3]) and prostate (HR 0.15 [95% CI: 0.04-0.57]).
Patients with an mRS score > 4 at presentation had a median survival of less than 6 months.

Conclusions: Patients with an RTS > 7 had a survival rate exceeding 6 months, which is higher than
the original Revised Tokuhashi survival estimate. RTS remains a useful tool for patient assessment and
surgical decision-making in cases of spinal metastasis.

Keywords: Spinal Metastasis, Surgery, Revised Tokuhashi score, Survival, Spine surgery
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wan1s3v8 (Results)
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A1919% 1 Demographic data

Demographic data Number of patients
(n=78)
Sex (%)

Female 38 (48.7)
Male 40 (51.3)
Age of Spinal Metastasis diagnosis 60.7 (i 11.1 )
mRS score before metastasis event 1.5 (£0.9)
mRS score at the presentation 3.6(¢1.2)

Motor Weakness at presentation (%)
Paraparesis 52 (66.7)
Paraplegia 10 (12.8)
Radiculopathy/Monoparesis 8 (10.3)
Quadriparesis 1(1.3)
Hemiparesis 1(1.3)
None 6 (7.7)
Primary Cancer (%)
Lung 22 (28.2)
Prostate 11 (14.1)
Breast 8 (10.3)
Colon 7 (9.0)
Thyroid 6 (7.7)
Pancreases 4 (5.1)
Rectum 3(3.8)
Uterus 3(3.8)
Kidney 2 (2.6)
Nasopharynx 2 (2.6)
Other® 10 (12.8)
Level of symptoms or cord compression
Upper Cervical C1-C4 (%) 3(8.8)
Lower Cervical C5-C7 (%) 6 (7.7)
Upper Thoracic T1-T6 (%) 32 (41)
Lower Thoracic T7-T12 (%) 19 (24.4)
Thoraco-Lumbar junction (%) 7 (9.0)
Lumbar (%) 17 (21.8)
Revised Tokuhashi score 7.6 (£3)
Levels of Laminectomy 2.8 (£1.7)
Levels of Spinal Fixation 4.4 (£2.3)
Status of Patient Follow-up; n
Actively Follow up (%) 24 (30.1)
Death (%) 42 (54)
Loss to follow-up (%) 12 (15.4)
Follow-up length in months (range) 12.4%
Actively Follow up 27.7* (12-61)
Death 2.9% (0.2-31)
Loss to follow-up 18.5% (9.7-48.1)

mRS: modified Rankin Scale; SiitanziSafiflaRnas 1 Aw awlawn
adenoid cystic, tonsil, cervix, corpus, duodenum, liver, lymphoma,
malignant triton tumor, thymic, stomach; *Median
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M15799 2 Univariate and Multivariate Cox regression analysis A3282198150A% 36

HR (95%Cl) p-value
mRS score before metastasis event 1.15 (0.86, 1.55) 0.341
MRS score at the presentation 1.43 (1.1, 1.87) 0.008*
Motor Weakness at presentation
Paraparesis Reference 1
Paraplegia 1.76 (0.76, 4.1) 0.19
Monoparesis 0.78 (0.27, 2.24) 0.644
None 0.45 (0.11, 1.92) 0.284
Hemiparesis 1.66 (0.22, 12.32) 0.619
Quadriparesis 2.61 (0.35, 19.57) 0.35
Primary Cancer
Lung Reference 1
Stomach 2.81 (0.36, 22.11) 0.325
Pancreas 2.31 (0.75, 7.13) 0.144
Liver 2.02 (0.26, 15.63) 0.502
Kidney 0.69 (0.09, 5.3) 0.725
Uterus 3.7 (1.19,11.47) 0.024*
Rectum 0(0,1) 0.978
Thyroid 0.04 (0, 0.43) 0.007*
Breast 0.41 (0.12, 1.43) 0.162
Prostate 0.15 (0.04, 0.57) 0.005*
Colon 0.27 (0.06, 1.16) 0.078
Other 0.6 (0.22, 1.64) 0.319
Levels of Symptoms/Cord compression
Upper Cervical C1-C4 0.05 (0, 38.45) 0.37
Lower Cervical C5-C7 1.67 (0.65, 4.27) 0.285
Upper Thoracic T1-T6 1.37 (0.73, 2.54) 0.325
Lower Thoracic T7-T12 0.89 (0.44, 1.83) 0.762
Thoraco-Lumbar junction 2.37 (0.99, 5.69) 0.054
Lumbar 0.71 (0.32, 1.55) 0.386
Revised Tokuhashi score 0.7 (0.62, 0.81) < 0.001*
Levels of Laminectomy 1.07 (0.89, 1.29) 0.497
Levels of Spinal fixation and fusion 1.02 (0.9, 1.15) 0.783

mRS: modified Rankin Scale
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The Efficacy of VP Shunt Entry Area Recommender
(VPSEAR) in Keen’s Point VP Shunt using Computer
Simulation and 15 3D Skull Models
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Abstract

Objective: The accuracy of the free-hand technique in VP shunt catheter placement is not high due
to patients’ dissimilarities and different severity of hydrocephalus. Although navigator-assisted VP shunt is
more accurate, not every neurosurgical center can afford neuronavigation. Therefore, we developed a software
named VP Shunt Entry Area Recommender (VPSEAR), using computer science combined with neurosurgery
knowledge to provide each patient’s recommended entry and ventricular catheter length. Here, we conducted
an evaluation of our program efficacy in simple hydrocephalus patients.

Methods: Fifty hydrocephalus cases were randomly chosen from our medical records. Patient data,
including age, sex, cause of hydrocephalus, and hydrocephalus severity, were collected. VP shunt simula-
tion was evaluated by two methods: 1) computer simulation and 2) fifteen 3D skull model simulations
to compare the VPSEAR recommended entry point at the parietal region vs. the theoretical Keen’s point.
Locations of ventricular catheter tips were recorded and categorized into proper and improper locations.

Result: One hundred samples (50 cases, both sides) were evaluated. VPSEAR achieved a proper
location of ventricular catheter tip for 86/100 (86%). In Keen’s point, three different lengths of ventricu-
lar catheter tip were evaluated and showed a proper location in 86/100 (86%), 46/100 (46%), and
6/100 (6%) for ventricular catheter lengths of 6, 7, and 8 cm respectively. In 92% of VPSEAR’s group,
the majority of catheters were in the ventricle, and in only 8 cases, the majority of catheters were in the
brain, while 86% of the majority of catheters in Keen’s group were in the ventricle. VPSEAR recommended
ventricular catheter length was 64.92 £10.21 mm. The mean displacement from the VPSEAR entry point
to Keen’s point was 21.29 + 16.12 mm. Regarding the 3D skull model simulation, our study showed the
angle of deviation from the theoretical perpendicular trajectory was 8.64 + 3.38 degrees.

Conclusion: Our VPSEAR is a promising, inexpensive option for locating ventricular entry points using
computer science and neurosurgery knowledge. VPSEAR showed higher accuracy than Keen’s point in both

computer simulation and 3D skull model simulation evaluations.

Keywords: VP shunt, program, accuracy, simulation, 3D skull
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Introduction

Ventriculoperitoneal (VP) shunt is one of the
most common procedures in neurosurgery. Two main
techniques used to insert a ventricular catheter are
the free-hand and navigator-assisted technique. The
navigator-assisted technique is the most accurate,
but some neurosurgery centers, especially in low-to-
moderate-income countries, cannot afford the navi-
gation system."? The free-hand technique is more
common in global neurosurgical practice; however,
according to the literature, it is not highly accurate.®™®
To solve this problem, many groups have proposed
their own techniques to enhance the accuracy of the
free~hand VP shunt without using navigation.'

Two challenges regarding free-hand VP shunt
surgery are determining the proper entry location
and determining the appropriate ventricular catheter
length in each case. Several entries such as Kocher’s,
Keen’s, Dandy’s and Frazier’s points, all marked
by an external landmark6and their recommended
ventricular catheter lengths have been proposed for
many decades and are in use around the world.®’ The
improper length and entry point would cause shunt
failure, especially within the first year, in 39%8. The
most common cause of shunt failure is ventricular
catheter tip occlusion by tissue debris from ventricular
structures including ependymal cells, choroid plexus,
and leptomeninges®. However, the proper length of
the ventricular catheter and entry point are consider-
able for long-term preservation of VP shunt function9.
Therefore, the same exact measurement for each
proposed entry is only sometimes accurate for some

patients because there are differences in patients’

anatomies and various hydrocephalus severities. For
example, Keen’s point is almost located 2.5-3 cm.
superiorly and posteriorly to the ear pinnam, but each
patient has a different ear size and hydrocephalus
severity. One previous study showed only 65% accu-
racy of Keen’s point under the free-hand technique."’
Therefore, Keen’s point is most commonly used
in our institution and several neurosurgical units6
because there is a short distance to pass through
the peritoneal cavity, which requires no additional
incision.'® Initially, we developed our software, VP
Shunt Entry Area Recommender (VPSEAR), to im-
prove the accuracy of the ventricular entry procedure
using Keen’point.'> VPSEAR was developed using
knowledge of computer science combined with neu-
rosurgery. This program needs no navigation system;
it requires only a thin slice of computed tomography
(CT) of the brain in a Digital Imaging and Commu-
nications in Medicine (DICOM) file as input. Then, it
will calculate an individual entry point recommended
to access a ventricle from the parietal region. In this
study, we evaluated our program efficacy by simulating
ventricular punctures in a computer simulation, and
we also confirmed them by additionally simulating
the ventricular punctures under a surgeon’s hand
with fifteen 3D skull models under a navigator, which
should better represent a real-life situation.
Principle of VPSEAR

After the DICOM file is uploaded in VPSEAR,
the 3D models of the surfaces of the skull, lateral
ventricles, and the ear pinna are created from point
clouds, which were constructed from their Hounsfield

units (HU). The model is readjusted into standard



Thai Journal of Neurological Surgery
Vol. 15 No. 3 July - September 2024

93

Frankfurt alignment. 3D vectors are created orthogo -
nally at the surface of the skull at the parietal region
superiorly and posteriorly to the ear pinna above the
temporalis muscle. VPSEAR automatically selects
the skull’s largest circular area, in which its internal
point’s vectors project onto the atrium of the lateral

ventricle. The program produces the location of the
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center, the radius, and the ventricular catheter length.
The location is defined simply by vertical and hori-
zontal distances from the neurosurgeon’s predefined
reference point, which is set as the top of the ear
pinna. The VPSEAR’s graphic user interface (GUI)
is user-friendly, and the VPSEAR report is easy to
understand (Fig. 1A and 1B).
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Figure 1 A Graphic user interface of VPSEAR. B: VPSEAR report in the sample case.

Each patient takes about 5-15 minutes to
process and show the result. The duration depends
on the computer’s performance and the number of
slides used in the calculation. VPSEAR was experi-
mentally proven to be very accurate in another study.
The accuracy was obtained by verifying the position
of the ventricular catheter end tip using the recom-
mended entry point and ventricular catheter length
from the VPSEAR with different computer simulations,
3D Slicer® (Massachusetts, USA). Details of the
VPSEAR programming algorithm and its verification
will not be described here as it is already published

in another computer science journal.®'?

Method

Our study was approved by the university ethic
committee (MTU-EC-SU-6-290/64). We searched
and randomly chose 50 hydrocephalus patients
treated in our department between July 2020 and
June 2021. We excluded patients with abnormal
ventricular anatomy to focus on the efficacy of VPSEAR
in simple hydrocephalus. We excluded abnormal
scalp and skull surface cases to evaluate normal
reference points. Cases with abnormal ear shape
were also excluded. In addition, we excluded cases
with inadequate DICOM file data and cases with prior
VP shunt placement. 3D experimental models were
printed for 15 cases, and a total of 50 cases were

evaluated in computer simulation.



94

21saisus:anAagmansing
UA 15 auuil 3 nsnpAu - Aueneu 2567

Data regarding age, sex, cause of hydrocephalus,
and hydrocephalus severity were collected. Quantita-
tive data was presented with mean + standard devia-
tion and range. Qualitative data was presented with
percentages. VPSEAR was then used to calculate the
recommended entry for selected 50 cases on both
sides. A total of 100 samples were evaluated. Our
study used RadiAnt® DICOM Viewer version 2022."
(Medixant, Poland) to assess program accuracy by
computer simulation. Interested researchers can

easily reproduce our evaluation steps.

Computer Simulation Evaluation Steps

After selecting the DICOM data of a patient, we
clicked “3D MPR” for multiplanar reconstruction. We
adjusted the image set to the proper Frankfurt plane in
all views, including axial, coronal, and sagittal views.
The midline was located by falx cerebri identification
in axial view. In the coronal view, the superior and
inferior orbital rims were adjusted to the symmetric
position. Finally, the line connecting the inferior orbital
rim and the superior rim of the external auditory canal
was used as a reference in the sagittal view. After

the Frankfurt plane adjustment, we used the sagittal

3.00 cm

view to search for the top of the pinna as a reference
point. Then, we measured the superior and posterior
lengths from this reference point to reach the entry
point recommended by VPSEAR. From this point, a
perpendicular line was created, and an orthogonal
trajectory was confirmed in the Trajectory 1 and 2
views in Radiant®. Finally, the length of the simulated
ventricular catheter, also calculated by the program,
was created perpendicularly to the inner cortex of
the skull surface toward the ventricle. We recorded
the position of the tip and categorized it as “proper
position” (ipsilateral frontal horn or body of lateral
ventricle) or “improper position” (contralateral lateral
ventricle, third ventricle, or brain parenchyma). We
used classification similar to previous studies.9,10
(9,13) Both sides of the ventricle were simulated
and recorded. After evaluation of VPSEAR, these steps
were done on both sides using Keen’s landmark in-
stead, which was defined as 3 cm superiorly and 3 cm
posteriorly to the reference point. We also recorded
displacement between VPSEAR entry and theoretical
Keen’s point. We evaluated ventricular catheter length
in 6, 7, and 8 cm in the Keen’s point simulation.

Figure 2 shows steps in the computer simulation.

Figure 2 Computer simulation steps A: The proper
Frankfurt alignment was shown in sagittal view
(Yellow line). B&C: In this example, Keen’s
landmark was measured from the top point
of the ear pinna in 3 cm superiorly and 3 cm
posteriorly. D: In the axial view, we used an
angle tool to make a perpendicular line from

the skull toward the ventricle.
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3D Skull Models Simulation Evaluation Steps

To demonstrate a real-life possibility of an angle
deviating from the theoretical perpendicular trajec-
tory due to a surgeon’s hand, we used 15 cases
of 3D skull models to simulate ventricular puncture
under a navigator (Brainlab®, Munich, Germany). Our
models were printed with Polylactic acid plus (PLA+)
by a Fused Deposition Modelling (FDM) 3D printer
using DICOM data. (Figure. 3A and 3B) The model
simulation began with 3-point head fixation by skull
clamp and registered by using bone surface naviga-
tor registration in a nearly lateral position, the same

as during parietal VP shunt surgery. Entry points of

A

VPSEAR and Keen’s were measured and marked.
Then, a navigator probe was used to simulate ven-
tricular puncture in each entry. The location of the
ventricular catheter tip and average deviation from the
perpendicular trajectory were recorded. Two different
surgeons were evaluated under senior surgeon su-
pervision, and we used the average of the two results.
The same procedures were done for the other side.
We also evaluated 6, 7, and 8-cm lengths in Keens’
point, the same as in the prior computer simulation.
Figure 3C and 3D show the 3D skull model simula-

tion.

Figure 3 A&B: 3D skull model.

C&D: 3D skull model simulation.
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Result
Between July 2020 and June 2021, we re-
viewed CT data in hydrocephalus patients and were

excluded for various reasons. (Figure 4) Finally, we

randomly chose 50 cases as our sample to simulate
in computer and selected 15 cases for 3D skull mod-

els to simulate ventricular puncture under a navigator.

Hydrocephalus patients underwent VP shunt during July 2020 to June 2021

Patients excluded (n=36)

Y

®  Not thin slice DICOM data (n=9)
®  Poor ear shape configuration (n=16)
® Distorted ventricular anatomy (n=7)

®  Existing previous VP Shunt (n=4)

Randomly selected for Computer simulation (n=50)

A\ 4

Selected for experimental phantom (n=15)

Figure 4 Study flow

Patient characteristic

The mean age of the 50 patients was 61.52 +
20.47, ranging from 6 to 90. Fourteen (28% ) of the
patients were male. Causes of hydrocephalus were
tumor (32%), aneurysmal subarachnoid hemor-
rhage (32% ), normal pressure hydrocephalus (NPH)
(22%), post intracerebral hemorrhage (10% ), and
CNS infection (2%). Patient characteristic data are

presented in Table 1.

Hydrocephalus data

Mean frontal horn ratio was 0.41 + 0.06, rang-
ing from 0.24 to 0.63. Mean Evan’s index was 0.34
+ 0.05, ranging from 0.26 to 0.58. Mean temporal
horn width was 9.17 + 4.69 mm., ranging from 1.08
to 20.70. Mean third ventricle width was 12.29 *
3.53 mm., ranging from 4.38 to 21.30 mm. Hydro-

cephalus data are also presented in Table 1.
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Table 1 Patient Characteristic

Variable N =50
Age (year) 61.52 + 20.47 (6-90)
Sex Male 14 (28%)
Female 36 (72%)
Cause of hydrocephalus ICH, IVH 5 (1 0%)
SAH 16 (32%)
NPH 11 (22%)
Tumor 16 (32%)
Infection 2 (4%)
Hydrocephalus Data (mm.) Frontal horn ratio 0.41 £ 0.06
Evan’s index 0.34 £ 0.05
Temporal horn width 9.17 £ 4.69
Third ventricle width 12.29 £ 3.53

Abbreviation: AVM=arteriovenous malformation, AVF=arteriovenous fistula, ICH=intracerebral hemorrhage, IVH=intraventricular

hemorrhage, NPH=normal pressure hydrocephalus, SAH=subarachnoid hemorrhage

VPSEAR Evaluation in Computer Simulation

Fifty cases of CT brain were evaluated on both
sides. VPSEAR achieved a proper location of ven-
tricular catheter tip for 86/100 (86%). Fourteen
samples showed improper location: in the brain nine
samples, contralateral, body three samples, and two
samples in the third ventricle. In Keen’s point, three
different lengths of the catheter were evaluated and
showed a proper location in 86/100 (86%) with
a 6-cm catheter, 46/100 (46%) with a 7-cm

catheter, and 6/100 (6% ) with an 8-cm catheter.

In 92% of VPSEAR’s group, the majority of catheters
were in the ventricle; in only 8 cases, the majority of
catheters were in the brain, while 86% of the majority
of catheters in Keen’s group were in the ventricle.
Mean VPSEAR recommended ventricular catheter
length was 64.92 £10.21 mm, ranging from 37 to
99 mm. Mean displacement between the VPSEAR
entry point and Keen’s point was 21.29 + 16.12
mm. ranging from 0.09 - 74.15 mm. A detailed
evaluation of the computer simulation is shown in

Table 2.
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Table 2 Evaluation in Computer
The results of the ventricular catheter location and the majority of ventricular catheters in a computer simulation,
according to the recommended ventricular lengths of the VPSEAR entry point and different ventricular lengths of
Keen’s point in 100 samples (50 cases, both sides). The shaded box represents the proper location.

Pt | Age VPSEAR Result Location Keen
Sex FH Evan | Side Majority
ratio Length Result Majority Keen Keen Keen cath in
(cm) Location cathin | length 6 cm | length 7 cm | length 8 cm
1 48F | 0.43 | 0.36 L 62 Ipsilateral Ventricle Ipsilateral Third Third Ventricle
body body ventricle ventricle
R 62 Ipsilateral Ventricle Ipsilateral Third Brain Ventricle
body body ventricle
2 | 68M | 0.42 | 0.36 L 66 Ipsilateral Ventricle Ipsilateral Third Third Ventricle
body body ventricle ventricle
R 66 Ipsilateral Ventricle Ipsilateral Third Third Ventricle
body body ventricle ventricle
3 | 73F | 0.42 | 0.37 L 71 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
R 73 Ipsilateral Ventricle Ipsilateral Septum contralateral Ventricle
body body body
4 | 73F | 0.35 | 0.31 L 63 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
R 61 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
5 | 80F | 0.34 | 0.30 L 61 Ipsilateral Ventricle Ipsilateral Ipsilateral Ipsilateral Brain
body body body body
R 68 Ipsilateral Ventricle Ipsilateral Ipsilateral Septum Ventricle
body body body
6 | 70F | 0.37 | 0.32 L 61 Ipsilateral Ventricle Brain Third Third Brain
body ventricle ventricle
R 66 Ipsilateral Ventricle Brain Brain Third Brain
body ventricle
7 | 67TM | 0.43 | 0.36 L 67 Ipsilateral Ventricle Brain Third Brain Brain
body ventricle
R 68 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
8 | 82F | 0.36 | 0.31 L 64 Ipsilateral Ventricle Ipsilateral Third Brain Ventricle
body body ventricle
R 63 Ipsilateral Ventricle Ipsilateral Third Brain Ventricle
body body ventricle
9 | 29M | 0.63 | 0.58 L 72 Third Ventricle Brain Third Third Brain
ventricle ventricle ventricle
R 68 Ipsilateral Ventricle Ipsilateral Third Third Ventricle
body body ventricle ventricle
10| 82F | 0.41 | 0.33 L 65 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
R 60 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
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Table 2 (cont.) Evaluation in Computer
The results of the ventricular catheter location and the majority of ventricular catheters in a computer simulation,
according to the recommended ventricular lengths of the VPSEAR entry point and different ventricular lengths of

Keen’s point in 100 samples (50 cases, both sides). The shaded box represents the proper location.

Pt | Age VPSEAR Result Location Keen
Sex FH Evan | Side Majority
ratio Length Result Majority Keen Keen Keen cath in
(cm) Location cath in | length 6 cm | length 7 cm | length 8 cm
11| 69F | 0.43 | 0.33 L 63 Ipsilateral Ventricle Ipsilateral contralateral Brain Ventricle
body body body
R 61 Ipsilateral Ventricle Ipsilateral Third Brain Ventricle
body body ventricle
12| 6F |0.44 | 0.39 L 65 Ipsilateral Ventricle Ipsilateral Brain Brain Brain
body body
R 62 Ipsilateral Ventricle Brain Brain contralateral Brain
body body
13| 72F | 0.44 | 0.39 L 69 Ipsilateral Ventricle Brain Brain contralateral Brain
body body
R 70 Ipsilateral Ventricle Brain Brain Brain Brain
body
14| 63F | 0.43 | 0.39 L 66 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
R 61 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
15| 46F | 0.47 | 0.39 L 64 Ipsilateral Ventricle Ipsilateral Ipsilateral Septum Ventricle
body body body
R 69 Ipsilateral Ventricle Ipsilateral Septum contralateral Ventricle
body body body
16 | 52F | 0.49 | 0.39 L 56 Ipsilateral Ventricle Brain Ipsilateral contralateral Ventricle
body body body
R 63 Brain Brain Ipsilateral Third Brain Ventricle
body ventricle
17 | 54F | 0.48 | 0.39 L 63 Ipsilateral Ventricle Ipsilateral Third Brain Ventricle
body body ventricle
R 60 Ipsilateral Ventricle Ipsilateral Ipsilateral Septum Ventricle
body body body
18| 82M | 0.49 | 0.41 L 62 Ipsilateral Ventricle | contralateral | contralateral | contralateral Ventricle
body body body body
R 59 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
19| 16F | 0.46 | 0.38 L 68 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
R 70 Ipsilateral Ventricle Ipsilateral Septum contralateral Ventricle
body body body
20| 67F | 0.35 | 0.28 L 64 Ipsilateral Ventricle Ipsilateral |psilateral body| Ipsilateral Ventricle
body body body body
R 60 Ipsilateral Ventricle Ipsilateral Brain contralateral Brain
body body body
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Table 2 (cont.) Evaluation in Computer
The results of the ventricular catheter location and the majority of ventricular catheters in a computer simulation,
according to the recommended ventricular lengths of the VPSEAR entry point and different ventricular lengths of

Keen’s point in 100 samples (50 cases, both sides). The shaded box represents the proper location.

Pt | Age VPSEAR Result Location Keen
Sex FH Evan | Side Majority
ratio Length Result Majority Keen Keen Keen cath in
(cm) Location cathin | length 6 cm | length 7 cm | length 8 cm
21| 80F | 0.38 | 0.31 L 72 Ipsilateral Ventricle Ipsilateral Third Brain Brain
body body ventricle
R 75 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
22 | 72M | 0.48 | 0.39 L 65 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
R 66 Ipsilateral Ventricle Ipsilateral Ipsilateral Ipsilateral Ventricle
body body body body
23| 76F | 0.41 | 0.35 L 63 Brain Brain Ipsilateral Ipsilateral contralateral Ventricle
body body body
R 63 Brain Brain Ipsilateral Ipsilateral contralateral Ventricle
body body body
24 | 19M | 0.41 | 0.32 L 60 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
R 65 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
25| 75F | 0.48 | 0.36 L 37 Ipsilateral Ventricle Ipsilateral Septum contralateral Ventricle
body body body
R 44 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
26 | 36F | 0.38 | 0.32 L 75 Ipsilateral Ventricle Brain Brain Third Brain
body ventricle
R 71 Brain Brain Ipsilateral Brain Brain Brain
body
27 | 54F | 0.48 | 0.37 L 56 Ipsilateral Ventricle Ipsilateral Third Third Ventricle
body body ventricle ventricle
R 63 Ipsilateral Ventricle Brain Third Third Ventricle
body ventricle ventricle
28 | 46F | 0.43 | 0.36 L 99 Brain Brain Ipsilateral Brain contralateral Ventricle
body body
R 92 Contralateral | Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
29 | 66F | 0.36 | 0.32 L 61 Ipsilateral Ventricle Ipsilateral contralateral | contralateral Ventricle
body body body body
R 72 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
30| 85F | 0.40 | 0.33 L 74 Ipsilateral Ventricle Ipsilateral Ipsilateral Ipsilateral Ventricle
body body body body
R 76 Ipsilateral Ventricle Ipsilateral Ipsilateral Ipsilateral Ventricle
body body body body
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Table 2 (cont.) Evaluation in Computer

The results of the ventricular catheter location and the majority of ventricular catheters in a computer simulation,

according to the recommended ventricular lengths of the VPSEAR entry point and different ventricular lengths of

Keen’s point in 100 samples (50 cases, both sides). The shaded box represents the proper location.

Pt

31

32

33

34

35

36

37

38

39

40

Age

Sex

55F

18F

64M

54F

56F

45F

72M

75F

83F

86F

FH
ratio

0.35

0.3

0.39

0.38

0.47

0.38

0.42

0.37

0.24

0.38

Evan

0.28

0.28

0.34

0.30

0.38

0.30

0.34

0.31

0.26

0.31

Side

VPSEAR Result Location
Length Result Majority Keen Keen Keen
(cm) Location cathin | length 6 cm | length 7 cm | length 8 cm

83 Contralateral | Ventricle Ipsilateral Ipsilateral contralateral
body body body body

88 Contralateral | Ventricle Ipsilateral Ipsilateral contralateral
body body body body

45 Ipsilateral Ventricle Ipsilateral Third Brain
body body ventricle

54 Ipsilateral Ventricle Third Third Brain
body ventricle ventricle

69 Ipsilateral Ventricle Brain Third Brain
body ventricle

71 Ipsilateral Ventricle Ipsilateral Third Third
body body ventricle ventricle

63 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral
body body body body

65 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral
body body body body

46 Ipsilateral Ventricle Ipsilateral contralateral | contralateral
body body body body

58 Ipsilateral Ventricle Ipsilateral Septum contralateral
body body body

65 Ipsilateral Ventricle Ipsilateral Third Lateral wall
body body ventricle of lateral vent

60 Ipsilateral Ventricle Ipsilateral Third Brain
body body ventricle

68 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral
body body body body

75 Brain Brain Ipsilateral Third Third

body ventricle ventricle

46 Ipsilateral Ventricle Ipsilateral Third contralateral
body body ventricle body

56 Ipsilateral Ventricle Ipsilateral Third contralateral
body body ventricle body

72 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral
body body body body

76 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral
body body body body

58 Ipsilateral Ventricle Ipsilateral contralateral | Lateral wall
body body body of lateral vent

48 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral
body body body body

Keen
Majority
cath in

Ventricle

Ventricle

Ventricle

Ventricle

Brain

Ventricle

Ventricle

Ventricle

Ventricle

Ventricle

Ventricle

Ventricle

Ventricle

Ventricle

Ventricle

Ventricle

Ventricle

Ventricle

Ventricle

Ventricle
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Table 2 (cont.) Evaluation in Computer
The results of the ventricular catheter location and the majority of ventricular catheters in a computer simulation,
according to the recommended ventricular lengths of the VPSEAR entry point and different ventricular lengths of
Keen’s point in 100 samples (50 cases, both sides). The shaded box represents the proper location.

Pt | Age VPSEAR Result Location Keen
Sex FH Evan | Side Majority
ratio Length Result Majority Keen Keen Keen cath in
(cm) Location cathin | length 6 cm | length 7 cm | length 8 cm
41| 60M | 0.45 | 0.37 L 62 Ipsilateral Ventricle Ipsilateral Septum contralateral Ventricle
body body body
R 83 Ipsilateral Ventricle Ipsilateral contralateral | contralateral Ventricle
body body body body
42 | 23F | 0.39 | 0.32 L 62 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
R 63 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
43| 88M | 0.38 | 0.30 L 85 Third Ventricle Ipsilateral Third Lateral wall Ventricle
ventricle body ventricle of lateral vent
R 79 Ipsilateral Ventricle Ipsilateral Third Third Ventricle
body body ventricle ventricle
44 | 65M | 0.35 | 0.30 L 51 Ipsilateral Ventricle Septum contralateral | Lateral wall Ventricle
body body of lateral vent
R 62 Brain Ventricle Ipsilateral Third Brain Ventricle
body ventricle
45| 66F | 0.35 | 0.27 L 63 Ipsilateral Ventricle Ipsilateral Third contralateral Ventricle
body body ventricle body
R 38 Brain Brain Ipsilateral Ipsilateral contralateral Ventricle
body body body
46| 71M | 0.42 | 0.34 L 56 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
R 54 Brain Brain Ipsilateral Third contralateral Ventricle
body ventricle body
47 | 78M | 0.36 | 0.30 L 73 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
R 79 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
48 | 47F | 0.42 | 0.35 L 58 Ipsilateral Ventricle Ipsilateral Third Brain Ventricle
body body ventricle
R 59 Ipsilateral Ventricle Ipsilateral Third Brain Ventricle
body body ventricle
49 | 90M | 0.33 | 0.27 L 79 Ipsilateral Ventricle Ipsilateral Ipsilateral Ipsilateral Ventricle
body body body body
R 78 Ipsilateral Ventricle Ipsilateral Ipsilateral Septum Ventricle
body body body
50| 72F | 0.32 | 0.29 L 54 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body
R 62 Ipsilateral Ventricle Ipsilateral Ipsilateral contralateral Ventricle
body body body body

Abbreviation: FH=frontal horn
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VPSEAR Evaluation in 3D Skull Models Simulation

Thirty samples of fifteen 3D skull models were
evaluated. The proper location of the ventricular
catheter was achieved in the same number by com-
puter simulation in the VPSEAR group (96.67%).
Only one case (Case. No.9, left side) showed a

improper location in the third ventricle (Figure 5, red

Table 3 Evaluation in Phantoms

The results of the ventricular catheter location, the majority of ventricular catheters and angle deviation from the theoretical per-

pendicular trajectory, according to the recommended ventricular lengths of the VPSEAR entry point and different ventricular lengths

asterisk). Keen’s point evaluation also showed the
same accuracy as a computer simulation. The angle
of deviation from the theoretical perpendicular trajec-
tory was 8.64 + 3.38 degrees, ranging from 3.33 to

16.63 degrees. Detailed 3D skull model evaluation

is shown in Table 3 and Figure 5.

of Keen’s point in 30 samples (1 5 cases of 3D skull model, both sides). The shaded box represents the proper location.

Pt | Age VP SEAR (Phantom)
Sex Side Result Majority Angle
Location cath in deviation
1 48F L Ipsilateral body | Ventricle 11.17
R Ipsilateral body | Ventricle 7.63
2 68M L Ipsilateral body | Ventricle 4.23
R Ipsilateral body | Ventricle B8
& 73F L Ipsilateral body | Ventricle 7.2
R Ipsilateral body | Ventricle 6.37
4 &7 L Ipsilateral body | Ventricle 7.07
R Ipsilateral body | Ventricle 6.37
) 80F L Ipsilateral body | Ventricle 10.77
R Ipsilateral body | Ventricle 12.5
6 70F L Ipsilateral body | Ventricle 9.17
R Ipsilateral body | Ventricle 9.77
7 67M L Ipsilateral body | Ventricle 8.57
R Ipsilateral body | Ventricle 7.97
8 82F L Ipsilateral body | Ventricle 10.4
R Ipsilateral body | Ventricle 11.93
9 | 29M L Third ventricle Ventricle 12.63
R Ipsilateral body | Ventricle 417
10 | 82F L Ipsilateral body | Ventricle .88
R Ipsilateral body | Ventricle 4.2
11 69F L Ipsilateral body | Ventricle 14.3
R Ipsilateral body | Ventricle 8.7
12 6F L Ipsilateral body | Ventricle 3.47
R Ipsilateral body | Ventricle 16.63
13 | 72F L Ipsilateral body | Ventricle 8.23
R Ipsilateral body | Ventricle 8.03
14 | 63F L Ipsilateral body | Ventricle 13.43
R Ipsilateral body | Ventricle 11.53
15 | 46F L Ipsilateral body | Ventricle 7
R Ipsilateral body | Ventricle 7.07

Result Location (Phantom) Keen Majority
Keen length Keen length Keen length cath in
6 cm 7 cm 8 cm
Ipsilateral body Third ventricle Third ventricle Ventricle
Ipsilateral body Third ventricle Brain Ventricle
Ipsilateral body Third ventricle Third ventricle Ventricle
Ipsilateral body Third ventricle Third ventricle Ventricle
Ipsilateral body | Ipsilateral body | contralateral body Ventricle
Ipsilateral body Septum contralateral body Ventricle
Ipsilateral body | Ipsilateral body | contralateral body Ventricle
Ipsilateral body | Ipsilateral body | contralateral body Ventricle
Ipsilateral body | Ipsilateral body Ipsilateral body Brain
Ipsilateral body | Ipsilateral body Septum Ventricle
Brain Third ventricle Third ventricle Brain
Brain Brain Third ventricle Brain
Brain Third ventricle Brain Brain
Ipsilateral body | Ipsilateral body | contralateral body Ventricle
Ipsilateral body Third ventricle Brain Ventricle
Ipsilateral body Third ventricle Brain Ventricle
Brain Third ventricle Third ventricle Brain
Ipsilateral body Third ventricle Third ventricle Ventricle
Ipsilateral body | Ipsilateral body | contralateral body Ventricle
Ipsilateral body | Ipsilateral body | contralateral body Ventricle
Ipsilateral body | contralateral body Brain Ventricle
Ipsilateral body Third ventricle Brain Ventricle
Ipsilateral body Brain Brain Brain
Brain Brain contralateral body Brain
Brain Brain contralateral body Brain
Brain Brain Brain Brain
Ipsilateral body | Ipsilateral body | contralateral body Ventricle
Ipsilateral body | Ipsilateral body | contralateral body Ventricle
Ipsilateral body | Ipsilateral body Septum Ventricle
Ipsilateral body Septum contralateral body Ventricle
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Figure 5 Result of 3D skull model simulation in 15 cases. Blue trajectories represented VPSEAR and orange trajectories
represented Keen’s point. Red asterisk marked left side of Case No.9 which was the only case in which VPSEAR

showed an improper location.

Figure 6 Result of “Improper position” in computer simulation in 14 sample of case No 9, 16, 23, 26, 31, 37, 44, 45, 46 L=Left, R=Right
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Table 4 Result of VPSEAR evaluation
Variable N=50
VPSEAR ventricular catheter length (mm.) 64.92 + 10.21 (37-99)
Displacement between the VPSEAR and Keen’s point (mm.) 21.29+16.12 (0.09 - 74.1)
Angle of deviation (degrees) 8.64 + 3.38
Proper location of ventricular tip VPSEAR Keen's point
86% Keen length 6 cm 86%
Keen length 7 cm 46%
Keen length 8 cm 6%
The majority of catheters were in the ventricle 92% 86%

Discussion

Even though VP shunt is one of the most com-
monly performed procedures in neurosurgery, improv-
ing outcomes is still challenging because of possible
postoperative infection and shunt malfunction.'*"®
The accuracy of ventricular catheter insertion is
thought to be related to the operation outcome.®'"'®
For the past century, ventricular catheters have been
inserted by the free-hand technique, using sur-
face anatomical landmarks, but this method is not
highly accurate due to aforementioned reasons. The
navigator-assisted technique is considered the most
accurate but is unavailable in every neurosurgical
center.®*

This situation has driven us to create a new op-
tion to help guide entry more accurately in individual
patients using computer calculations. We believed
that optimal ventricular entry is not the same for
each patient because their anatomies and degrees
of hydrocephalus differ. Similarly, ventricular catheter

length should be different in every patient. Improper

length of ventricular catheter was found to be related

to an improper location and worse outcome.'® Our
study also found that fewer proper location cases
were observed with the longer ventricular catheter
length used in Keen’s point. VP shunt entry and
ventricular catheter length should be individualized.
For this reason, we developed VPSEAR as an inex-
pensive tool to help locate proper entry and suggest
appropriate ventricular catheter length. We combined
neurosurgery knowledge with computer image pro-
cessing under the cooperation between doctors and
programmers to create this integrative and easy-to-
use innovation. Our program needs only thin-slice DI-
COM for input, and a short time to process and report,
even during the general anesthesia induction period
before surgery, is enough. Moreover, the VPSEAR user
interface is developed to be user-friendly.

We chose two methods to evaluate our VPSEAR
accuracy. 1. simulation by a computer program using
Radiant® and 2. simulation in 3D skull models. We
proposed an easily reproducible method to simulate
ventricular catheter placement at Keen’s point, which

could be applied to any entries. Our VPSEAR showed
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accuracy in ventricular catheter tip location com-
pared to Keen’s point with 6, 7 and 8 cm. catheter
length computer simulations (86% vs 86%, 46%,
6%, respectively). This result was better accuracy
in 3D skull model simulations (96.67% ), which we
believed would show real-life ventricular puncture.
Even though we found the average angle of devia-
tion from the theoretical perpendicular trajectory was
8.64 + 3.38 degrees due to the surgeon’s hand,
the outcome of the proper location of the ventricular
catheter was still the same. This result implies that
our program should be applied to real circumstances.
However, fourteen samples showed an improper lo-
cation for several reasons. First, our VPSEAR could
not identify the exact ventricle in some cases. VPSEAR
creates the point for ventricular puncture by detect-
ing the surfaces of the skull, lateral ventricles, and
the ear pinna, which were constructed from their HU.
So, if there are any confounders to their HU, such
as marked IVH, EVD skin tract, or subgaleal collec-
tion, this could let the program misunderstand as
the ventricle instead. Second, cases with improper
reference point anatomy, such as the distorted top
of the ear pinna, will also obscure the identification
of the exact reference point, which affects the entry
point and trajectory.

In the real situation, the ventricular catheter is
not rigid and straight, but it has some ability to bend
and curve. Therefore, after obtaining CSF, while en-
tering a ventricle, the ventricular catheter is inserted
gradually and could bend slightly and curve freely in
the ventricle, not remain straight like in our simula-
tion, which was not the same as a real ventricular
catheter placement. For this reason, our result in

ventricular catheter tip location might not be the true

representative. Moreover, some may also argue that
in real life, we can insert a ventricular catheter more
than once, at different angles, to find the ventricle
and obtain CSF. Nevertheless, we believe better entry
and trajectory and fewer brain penetrations are safer
and proper.

Our study had several limitations. First, this was
a laboratory study. Second, only Keen’s point could
be used in the program. Third, this is the first version
of our VPSEAR, which creates the point for ventricular
puncture with compelling temporalis avoidance. How-
ever, the next version of VPSEAR will adapt for other
entries and adjust the new algorithm of entry points
by focusing only on the bone at the lateral side of

the skull region to evaluate the accuracy of VPSEAR.

Conclusion

Our VPSEAR is a promising, inexpensive option
for locating ventricular entry points using computer
science and neurosurgery knowledge. VPSEAR showed
higher accuracy than Keen’s point in both computer
simulation and 3D skull model simulation for evalu-

ation.
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Functional Independency in Patient with Brain
Glioblastoma in King Chulalongkorn Memorial Hospital
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Abstract

Background: Glioblastoma is the most common primary malignant brain tumor. Glioblastoma progno-

sis is poor with average life expectancy about 10-15 months. Many modalities of treatment (i.e., surgical
tumor resection, chemotherapy, radiation therapy) are used for prolong the patient’s life. However longer
survival may not mean better quality of life. The aim of this study is to assess and compare the quality of
life and duration of Functional Independence in patient with Brain glioblastoma after tumor resection and
non-resection group.

Methods: We conducted a retrospective cohort study. 87 adult patients (>1 8 years old) with glio-
blastoma WHO grade IV from pathological diagnosis who underwent surgery (tumor resection, biopsy) during
2007 — 2023 in King Chulalongkorn Memorial Hospital were included. Exclusion criteria were patient with
incomplete information, spinal glioblastoma, poor pre-operative KPS. Defined functional independent was
KPS >70. Patient’s medical record was reviewed for pre-operative Kanofsky score (KPS), post-operative

KPS at 1 week, 1 month, 3 months, 6 months, duration which patient had functional independent, com-
plication of surgery.

Result: The mean time from first diagnosis of brain GBM to dependence status in tumor resection
group was 11.60 months and in non-tumor resection group is 3.86 months, no statistically significant
(p = 0.087). The KPS in each follow-up time was not different between groups.

Conclusion: The patient with brain GBM, receiving tumor resection treatment tend to had more time

in independent than patient receiving non-tumor resection treatment.

Key words: Glioblastoma multiforme, GBM, functional dependency, KPS

Abbreviation: KPS = Karnofsky performance status, GBM = Glioblastoma multiforme
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Introduction

The brain glioblastoma multiforme or high-grade
glioma WHO grade4 is the most common primary ma-
lignant brain tumor. Patients with brain glioblastoma
have poor prognosis with average life expectancy
about 10-15 months'™. Many modalities of treat-
ment (i.e., surgical tumor resection, chemotherapy,
radiation therapy) are used for prolong the patient’s
life.

The prognostic factors affecting survival included
age, Karnofsky performance status (KPS), che-
motherapy administration, radiation therapy, tumor
location and extent of tumor resection® %,

Many studies focused on survival time assess-
ment in patient with GBM, however longer survival
may not mean better quality of life. Thus, quality of
life should be considered for patient assessment."'®
The patient’s functional status after diagnosed as
GBM will be progressively worsened with different
rate until they are in dependent status and died.'*"®
There are some studies emphasized about quality
of life of patient with brain GBM, but no studies that
using functional dependency as cut point.

The aim of this study is to assess and compare
the duration of functional independence in patient with
brain glioblastoma after tumor resection and non-

resection group after the diagnosis of brain GBM.

Method

Study design and population

We conducted a retrospective cohort study. 87

adult patients (>18 years old) with brain glioblastoma
WHO grade 4 from pathological report who under-
went surgery (tumor resection or biopsy) during May
2007 — May 2023 at King Chulalongkorn Memorial
Hospital, Thailand were included. Exclusion criteria
were patient with incomplete information, spinal glio-
blastoma, preoperative dependent status (KPS <70).
The histopathological diagnosis of glioblastoma was
confirmed by neuropathologist. Patients was catego-
rized into tumor resection group and non-resection
group (biopsy and receiving other non-surgical treat-

ment for GBM).

Treatment

The patients in both groups received surgical
procedure for pathological diagnosis. The patient in
tumor resection group underwent craniotomy with
tumor resection using safe maximal resection policy.
While patient in non-tumor resection group, they
underwent either burr hole or craniotomy for tumor
biopsy with or without 3D neuronavigation assistance.

After surgery and pathological diagnosis were
confirmed, patients were referred to medical on-
cologist and radiation therapist for further treatment.
Some patients received reoperation later during
follow-up time if there was recurrent or relapsed

tumor.

Data collection

Patient’s medical record was reviewed for pre-
operative Kanofsky score (KPS), post-operative KPS

at 1 week, 1 month, 3 months, 6 months, duration
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which patient had functional independent, preopera-
tive symptoms and signs, location of brain tumor,
treatment i.e., radiation therapy or chemotherapy

administration, and complication after surgery.

Functional independency

In order to define functional independency, we
use KPS >70 to represent functional independent

status of patient.

Ethics and approval

This study was approved by the Ethics Commit-

tee for Human Research of Chulalongkorn University.

Statistics

All analyses were performed using SPSS version
29.0 (IBM). The duration of patient to dependent
status was showed in median. KPS analysis was
performed using linear regression analysis. A p-value
of £ 0.05 was considered to be statistically signi-

ficant.

Results

Baseline pre-operative information of patients
was summarized in Table 1. There was no signifi-
cantly different between tumor resection group and
non-resection group. The mean age of patients was
55.03 + 15.91 years, and 43 patients (49.4%)
were male. Exception for pre-operative ASA classi-
fication that was different between tumor resection
group and non-resection group (in non-resection
group, there were more patient who were in ASA
class 3). The patients had a several presenting
symptoms, and the most common were headache
and cognitive impairment. The tumor was in eloquent
area (which were defined to be Sensory, motor, lan-
guage, visual cortex, diencephalon, internal capsule,
brainstem, cerebellar peduncle and deep cerebellar

nuclei) in 58 patients (66.7%).



112

21sa1sus:anAagmansing
Un 15 aduil 3 nsnmiAu - Nuensu 2567

Table 1 Demographic and clinical characteristics of patient with brain glioblastoma

Sex
Male

Female

Underiying disease
HT
DLP
DM
Old CVA
CA
Others

43 (49.4)
44 (50.6)

44 (50.6)
29 (33.3)
17 (19.5)
10 (11.5)
3(3.4)
3 (3.4)
19 (21.8)

39 (48.8)
41 (51.2)

40 (50.0)
27 (33.8)
17 (21.3)
9(11.3)
3 (3.8)
2 (2.5)
16 (20.0)

4 (57.1)
2 (28.6)
0 (0.0)
1(14.3)
0 (0.0)
1(14.3)
3 (42.9)

1.000
1.000
0.337
0.588
1.000
0.225
0.173

Site of tumor
Non-eloquent 29 (83.3) 27 (33.8) 2 (28.6) 1.000
Site eloquent 58 (66.7) 53 (66.3) 5(71.4)
RT 76 (87.4) 70 (87.5) 6 (85.7) 1.000
CMT 51 (58.6) 48 (60.0) 3 (42.9) 0.441
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Table 2 The mean time from first diagnosis of brain GBM to dependence status in patient with brain GBM

Value (months) 11.60 3.86 7.74 (-8.85-19.33) 0.087
The mean time from first diagnosis of brain GBM 11.60 months and in non-tumor resection group is
to dependence status in tumor resection group was 3.86 months, which is no statistically significant.

Table 3 Karnofsky performance status (KPS) of patient with brain glioblastoma by follow-up time

Post-operative (Baseline) 78.88 + 9.00 75.71 +11.34 3.16 (-4.04, 10.36) 0.385
Post-operative

1 week 72.13 + 18.60 77.14+14.96 | -5.02 (-19.41, 9.38) 0.490
1 month 71.13 + 25.31 68.57 + 16.76 | 2.55 (-16.88, 21.99) 0.795
3 months 64.13 + 32.71 48.57 + 31.85 | 15.55 (-10.04,41.14) | 0.230
6 months 55.38 + 37.04 37.14+ 3251 | 18.23 (-10.56, 47.02) | 0.211

*p-value corresponds to independent samples t-test
* Significant at p-value < 0.05

1007 Tumor resection

%4 m——=—- Without resection
80
704
60

50

KPS score

40
30
20
104

04

T T 1 T T
Pre-operative 1 week 1 month 3 months 6 months
Time
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The KPS score of patients was showed in Table3.
Preoperative KPS baseline was not statistical differ-
ent in tumor resection and without resection group
(78.88 £ 9.00 and 75.71 + 11.34, p = 0.385).
At 1-week postoperative time, KPS of patients
in tumor resection group and without resection
group was 72.13 £ 18.60 and 77.14 £ 14.96.
At 1-month postoperative time, KPS of patients in
tumor resection group and without resection group
was 71.13 £ 25.31 and 68.57 * 16.76. Both 1
week and 1-month postoperative time KPS was not
showed statistical different (p = 0.49 and 0.795,
respectively).

Although, at 3-month and 6 -month postopera-
tive period, KPS of patients in resection and without

resection group seemed to be difference, there

was no statistical difference (p = 0.23 and 0.21,
respectively).

In our study, the median time to dependence
(KPS <70) was 11.6 months in tumor resection
group vs 3.86 months in without resection group.

The change of KPS from baseline in tumor
resection group was significantly presented since 1
week after surgery. Meanwhile, in without resection
group, we found significant change in KPS since 3
months after surgery. But, postoperative KPS differ-
ence from baseline at 1 -month postoperative period
showed 7.75 in resection group and 7.14 in without
resection group, which was almost same, but still
showed not statistically difference from baseline in

non-resection group (p = 0.949).

Table 4 Tumor resection on Karnofsky performance status (KPS) in patient with brain glioblastoma (change from baseline)

Tumor resection Without resection

KPS score/Time (n - 80) (n - 7) Difference
Change from baseline p-value Change from baseline p-value between Groups p-value

(95% c1) (95% cI) (95% c1)

Post-operative

1 week -6.75 (-10.51, -2.99) <0.001* | 1.43(-11.29,14.14) 0.826 | -8.18 (-21.44,5.08) | 0.227
1 month -7.75 (-13.00, -2.50) 0.004* | -7.14 (-24.91,10.62) 0.431 |-0.61(-19.13,17.92) | 0.949
3 months -14.75 (-21.50, -8.00) <0.001% | -27.14 (-49.97, -4.31) 0.020* | 12.39 (-11.41,36.2) | 0.308
6 months -23.50 (-31.85, -15.15) | <0.001* | -38.57 (-66.79, -10.35) | 0.007* | 15.07 (-14.35,44.5) | 0.316

Abbreviation: Cl, confident interval

Analyses were conducted with the use of a linear mixed-effects model adjusted for baseline value

* Significant at p-value < 0.05

According to Table 5, the percentage of pa-
tient who was still be independent (KPS >70)
was 73.75%, 65%, 58.75%, 48.75% in tumor
resection group, and 85.71%, 57.14%, 28.57%,

28.57% at 1-week, 1-month, 3-month, 6-month

postoperative period. But there was no statistical
difference in percentage of patient who was still be
independent between groups in each follow-up time

up to 6 months (p = 0.263).
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Table 5 Univariable analysis for functional independency in patient with brain glioblastoma

Post-operative 0.263
1 week 21 73.75 (62.64 - 82.02) 1 85.71 (33.41 - 97.86)
1 month 7 65.00 (53.49 -74.34) 2 57.14 (17.19 - 83.71)
3 months 5 58.75 (47.18 - 68.62) 2 28.57 (4.11 - 61.15)
6 months 8 48.75 (37.45 - 59.12) 2 28.57 (4.11 - 61.15)

Log-rank test; P = 0.263

,.
|
|
)

o O o O O o O o -—
N W R~ 0 O N ® © O
1 1 I 1 1 1 1 1 1

Functional independency survival

0.1 Tumor resection
004  TT0 Without resection
UL I I I
01 4 12 24
Time (weeks)
No. at risk
Tumor resection 8079 59 52 47
Without resection 7 6 6 4 2 I
The multivariate analysis showed only radiation increased survival with functional independency in

therapy reception was the factor that associated with these patients.
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Table 6 Multivariable analysis for Tumor resection on functional independency in patient with brain GBM by Cox propor-

tional hazard model

Univariable analysis Multivariable analysis
Factors
HR 95% CI p-value HR,;, 95% CI p-value
Tumor resection 0.62 (0.24 - 1.57) 0.311 1.02 (0.33 - 3.18) 0.967
Age (years)
<60 1.00 Reference 1.00 Reference
> 60 1.39 (0.78 - 2.48) 0.265 1.28 (0.68 - 2.43) 0.448
Sex
Male 1.52 (0.85 - 2.74) 0.161 1.49 (0.80 - 2.75 0.205
Female 1.00 Reference 1.00 Reference
ASA
1 1.00 Reference 1.00 Reference
1.28 (0.69 - 2.38) 0.434 1.07 (0.54 - 2.12) 0.851
1.89 (0.76 - 4.71) 0.172 1.52 (0.51 - 4.58) 0.455
Underlying disease 1.38 (0.77 -2.48) 0.276 - - NA
Site eloquent 0.81 (0.45 - 1.48) 0.501 0.66 (0.35 - 1.26) 0.205
RT 0.32 (0.16 - 0.66) 0.002* 0.40 (0.17 -0.95) | 0.038*
CMT 0.47 (0.26 - 0.85) 0.012* 0.62 (0.31 - 1.24) 0.177

Abbreviations: NA, data not applicable; HR, Hazard Ratio; HR,4 Adjusted Hazard Ratio, Cl, confident interval

There were several complications after surgery which was occurred only in patients underwent tumor
for GBM in both resection and without resection group. resection.

The most common complication was motor weakness,

Table 7 Complication of patient with brain glioblastoma

Complications Tumor resection

Total Yes No p-value

(n=187)
(n=80) (n=7)

Overall Complication 57 (65.5) 54 (67.5) 2 (28.6) 0.228
New Motor weakness 11 (12.6) 11 (13.8) 0 (0.0) 0.588
Ul 8 (9.2) 8 (10.0) 0.(0.0) 1.000
Pneumonia 7 (8.0) 7 (8.8) 0 (0.0) 1.000
VTE 7 (8.0) 7 (8.8) 0 (0.0) 1.000
Ishemic Stroke 7 (8.0) 7 (8.8) 0 (0.0) 1.000
Edema brain 7 (8.0) 6 (7.5) 1(14.3) 0.456
Wound complication 6 (6.9) 5 (6.3) 1(14.3) 0.405
Seizure 5 (5.7) 5 (6.3) 0 (0.0) 1.000
Cognitive impair 5 (5.7) 5 (6.3) 0 (0.0) 1.000
Hydrocephalus/Leptomeningeal metastasis 3(3.4) 3(3.8) 0 (0.0) 1.000
New VF Defect 2 (2.3) 2 (2.5) 0 (0.0) 1.000
UGIB 1(1.1) 1(1.3) 0 (0.0) 1.000
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Discussion

This study aimed to assess time that patients
with brain GBM had, since the diagnosis until they
were functionally dependence. Using KPS <70 as
indicator of functional dependence, we conducted
retrospective cohort study in our institute to assess
the survival time with functional independence in
these patients. In the previous study in 2015 by
Sacko, et al.'® the patient in their study who under-
gone tumor resection surgery had the longer survival
time with functional independency (KPS >70) about
15.9 months vs. 6.7 months in non-tumor resec-
tion group (p = 0.006). In our study we found that
patients underwent tumor resection surgery for brain
GBM tend to had more survival time with functional
independency (11.60 months) than in non-tumor
resection group (3.86 months), but there was no
statistically significant (p = 0.087), which may be
from small number of samples used in this study.
Our study was the first study in Thailand that em-
phasized the functional independency (KPS >70) as
the indicator of GBM treatment quality, and assessed
tumor resection, which was an important method of
treatment in brain GBM.

Post-operatively, there was declination of mean
KPS in both groups of patients. There was no sta-
tistically significant difference in post-operative KPS
score in each follow-up time of patient with GBM
underwent tumor resection and non-tumor resection
(biopsy then RT or CMT) treatment after diagnosis of
GBM until 6 months after diagnosis (or operation).
But, after 3-month postoperative time, the deteriora-

tion rate of KPS in non-tumor resection group tended

to be more than in tumor resection group (without
statistically signiﬁcant). This may be explained by the
small sample size in non-resection group causing
low power of statistic to detect the difference.

Postoperative KPS difference from baseline at
1-month postoperative period in both groups was
almost same, but still showed no statistically dif-
ference. This may be explained by the small sample
size in non-resection group causing low power of
statistic to detect the difference.

This may imply that in tumor resection group,
the patient tended to have more time in independent
status than in non-tumor resection group.

There were several complications after surgery
for GBM which was not different between tumor re-
section and non-resection group. The most common
complication from glioblastoma tumor resection in
our institute was new motor deficit (while there was
none in the non-resection group).

However, in some groups of patients who have
GBM that considered to be unresectable or not op-
timal condition for surgery i.e., other poor medical
conditions or preoperative poor KPS score, the result
of this study cannot be used and no patient in this
study who was not undergone tumor resection due
to this reason.

There are several limitations of this study.
First, the study design is retrospective study, caus-
ing selection bias. Moreover, there was a number of
the patient, who was excluded from study because
of incomplete information. Second, the very small
number of patients in non-tumor resection group,

causing low power of statistic to detect the difference
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in multiple parameters. Third, there was confounding
factor i.e., location of tumor, which affect the outcome
of treatment, and our study did not categorize the
patient.

The study in the future should be done using
other measurements i.e. European Organization for
Research and Treatment of Cancer Core Quality-of-
Life Questionnaire (EORTC QLQ-C30)"’, EORTC brain
cancer module (EORTC QLQ-BN20)'® which was
better for the reliability, validity, responsiveness and
sensitivity in quality of life assessment in patient with
brain glioblastoma.'® In addition, multi-center setting
and prospective study design should be considered

in order to maximize statistical power.

Conclusion

The patient with brain GBM, receiving tumor
resection treatment tend to had more time in inde-
pendent than patient receiving non-tumor resection
treatment. However, this result could not be used in
patient who was not suitable for tumor resection due
to other condition. Furthermore, future study should
be done using larger number of patients and using
more objective parameter representing functional

independence.
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