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Abstract

Purpose
To quantitatively compare the recurrence pattern of glioblastoma (IDH-wild type) versus grade 4 IDH-
mutant astrocytoma (herein referred to as wtIDH and mutIDH, respectively) following primary
chemoradiation.

Methods
Twenty-two wtIDH and 22 mutIDH patients matched by sex, extent of resection, and corpus callosum
involvement were enrolled. The recurrent gross tumor volume (rGTV) was compared with both the gross
tumor volume (GTV) and clinical target volume (CTV) from radiotherapy planning. Failure patterns were
quanti�ed by the incidence and volume of the rGTV outside the GTV and CTV, and positional differences
of the rGTV centroid from the GTV and CTV.

Results
The GTV was smaller in wtIDH compared to the mutIDH group (mean±SD: 46.5±26.0 cm3 v. 72.2±45.4
cm3, p=0.026). The rGTV was 10.7±26.9 cm3 and 46.9±55.0 cm3 smaller than the GTV for the same
groups (p=0.018). The rGTV extended outside the GTV in 22 (100%) and 15 (68%) (p=0.009) of wtIDH
and mutIDH patients, respectively; however, the volume of rGTV outside the GTV was not signi�cantly
different (12.4±16.1 cm3 vs. 8.4±14.2 cm3, p=0.443). The rGTV metrics extending outside the CTV was
not different between the groups. The rGTV centroid was within 5.7 mm of the closest GTV edge for 21
(95%) and 22 (100%) of wtIDH and mutIDH patients, respectively.

Conclusion
The rGTV extended beyond the GTV less often in mutIDH patients, suggesting limited margin
radiotherapy could be bene�cial in this group. The results support the study of small margin adaptive
radiotherapy per the ongoing UNITED MR-Linac 5 mm CTV trial (NCT04726397).

Introduction
Isocitrate dehydrogenase (IDH) mutation status has established itself as a fundamental molecular
biomarker in gliomas [1, 2] and serves as a de�ning feature in the 2016 and 2021 World Health
Organization (WHO) classi�cations of brain tumors [3, 4]. Patients with grade 4 IDH mutant astrocytoma
[4] (previously referred to as IDH mutant glioblastoma [3]) have a demonstrated increase in progression
free and overall survival compared to patients with glioblastoma [4] (previously referred to as IDH wild
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type glioblastoma [3]) [5–10]. The current standard of care for both de novo glioblastoma and grade 4
IDH-mutant astrocytoma (these two groups are hereafter referred to as wtIDH and mutIDH, respectively) is
maximal safe surgical resection, followed by radiotherapy to 54-60 Gy in 30 fractions with concurrent
followed by adjuvant temozolomide chemotherapy [11, 12].

Within this treatment strategy, patterns of failure with respect to the high dose radiation �elds have been
well characterized [13–16]. Such results have established the current radiation planning approach of
targeting the surgical cavity and any residual enhancing tumor on T1-weighted MRI plus a 1.5-3 cm
margin to include the region at the highest risk of recurrence [11, 17–19]. Despite differences in the
underlying biology [20], the same radiotherapy guidelines are used for both wtIDH and mutIDH partially
due to the lack of data on the relationship between IDH status and failure patterns.

The goal of this retrospective study was to quantitatively evaluate the pattern of recurrence between the
wtIDH and mutIDH groups by assessing the volume of the recurrent tumor relative to upfront gross tumor
and clinical target volumes from radiation planning. We also assessed the displacement of the centroid
of the recurrent tumor relative to the radiotherapy planning volumes. Our hypothesis is that, given their
underlying biologic differences, the tumor recurrence pattern differs between wtIDH and mutIDH following
standard primary chemoradiotherapy.

Methods And Materials

Patient characteristics, treatment, and imaging
This retrospective study was approved by the research ethics board with waiver of the informed consent.
Using our local database from 2009 to 2019, 22 consecutive adult (18 years old or older) patients with de
novo grade 4 IDH-mutant astrocytoma (mutIDH group) who completed primary radiation (54-60 Gy in 30
fractions) with concurrent temozolomide chemotherapy were identi�ed. Subsequently, 22 adult patients
with de novo glioblastoma (wtIDH group) who also completed primary radiation (54-60 Gy in 30
fractions) with concurrent temozolomide chemotherapy were selected by matching to sex, extent of
resection (gross total, subtotal, or biopsy), and involvement of corpus callosum. Matching by age was not
feasible due to the generally younger age of mutIDH patients [21] and the resulting lack of age-matched
wtIDH controls in our database. Patient characteristics are summarized in Table 1.
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Table 1
Patient Characteristics

  wtIDH

(n=22)

mutIDH

(n = 22)

p-value

Median Age in Years (Range) 54.5 (39– 68) 41.5 (24-82) < 0.001

Sex

Male

Female

15 (68%)

7 (32%)

16 (73%)

6 (27%)

1.00

Resection Type

Gross Total

Subtotal

Biopsy

4 (18%)

17 (77%)

1 (5%)

4 (18%)

17 (77%)

1 (5%)

1.00

Corpus Callosum Involvement

Yes

No

12 (55%)

10 (45%)

12 (55%)

10 (45%)

1.00

The gross tumor volume (GTV) and clinical target volume (CTV) contours from the radiation planning CT
or MRI along with the gadolinium enhanced T1-weighted sequence from the MRI on which the recurrence
was declared according to the RANO criteria [22] were downloaded to an o�ine workstation. The CTV and
GTV were contoured in accordance with published guidelines [23, 24]. The recurrent MRI was coregistered
and resampled to the space of the planning CT or MRI using SPM12 (RRID:SCR_007037). The recurrent
GTV (rGTV) was then manually contoured on the recurrent MRI as the T1 enhancing tumor by a
neuroradiologist (PJM) using ITK-SNAP (RRID:SCR_002010) [25]. The rGTV contours were con�rmed by a
radiation oncologist specializing in the central nervous system (AS). All three contours analyzed in this
work, along with the planned dose distribution, are illustrated for a single patient in Figure 1(a).

Survival analysis
Progression free and overall survival were assessed from the date of the planning CT or MRI with the
resulting progression free survival (PFS) and overall survival (OS) rates calculated using the Kaplan-Meier
product-limit method. The log-rank test was used to assess statistical signi�cance of IDH mutation status
on PFS and OS.

Volumetric and positional analyses
The GTV, CTV, and rGTV contours were exported as binary masks in the Analyze 7.5 image format.
Positional and volumetric analyses was performed after importing these masks into MATLAB (v. 9.7.0;
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RRID:SCR_001622). The following metrics, illustrated in Figure 1(b), were quanti�ed for each patient
using an in-house script:

1. Volume of the GTV, CTV, and rGTV.
2. Volume of the rGTV outside of the GTV (the region labelled ‘A’ in Figure 1(b)) and CTV (region ‘B’ in

Figure 1(b)). This volume is presented as both an absolute volume and relative to the full rGTV
volume.

3. Distance of the rGTV centroid from each of the GTV and CTV centroids, where the centroid is the
geometric center of the three-dimensional contour. These are denoted by the arrows connecting the
rGTV centroid (orange) to the GTV (red) and CTV (blue) centroids, respectively, in Figure 1(b).

4. Distance of the rGTV centroid to the closest edge of the GTV, illustrated by the arrow connecting the
rGTV centroid (orange) to the GTV border (red) in Figure 1(b). If the rGTV centroid is within the GTV,
this distance is zero.

Statistical analysis
Recurrence categorization outside the GTV and/or CTV was statistically assessed with Fisher’s exact test.
Student’s paired t-test was used to compare the contour volumes, volumetric data, and positional data
between the wtIDH and mutIDH groups. In all analyses, p-values were two-sided and p < 0.05 was
considered statistically signi�cant. All statistical analyses were performed using the SAS software suite
(v 9.4; RRID:SCR_008567).

Results
Patient characteristics are summarized in Table 1 demonstrating matching in terms of sex, extent of
resection and involvement of corpus callosum between the wtIDH and mutIDH groups.

Survival analysis
Kaplan-Meier estimates of PFS and OS are outlined in Figure 2. Median PFS was 9.0 (95% con�dence
interval (CI): 4.9-12.9) and 15.1 months (95% CI: 6.0-28.6) for the wtIDH and mutIDH groups (p = 0.016),
respectively. Similarly, median OS was 14.2 (95% CI: 10.1-19.2) and 42.2 months (95% CI, 23.8-50.2) for
the same groups (p < 0.001).

Volumetric analysis of recurrence
Volumes of the GTV, CTV, and rGTV are summarized in Figure 3(a)-(c). The mean GTV was smaller in the
wtIDH versus the mutIDH group (mean ± SD: 46.5 ± 26.0 cm3 versus 72.2 ± 45.4 cm3, p = 0.026). The
CTV and rGTV volumes were not statistically different between wtIDH and mutIDH groups (p = 0.545 and
p = 0.308, respectively). The difference between GTV and rGTV volumes in individual patients is
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illustrated in Figure 3(d)-(e); the rGTV was on average 10.7 ± 26.9 cm3 smaller than the original GTV for
the wtIDH group, and 46.9 ± 55.0 cm3 smaller for mutIDH group (p = 0.018).

The volume of the rGTV outside the planning contours is summarized in Figure 4(a). For the wtIDH and
mutIDH groups, the mean volume of the rGTV outside the GTV was 12.4 ± 16.1 cm3 (26.8 ± 22.4% of the
rGTV) and 8.4 ± 14.2 cm3 (28.4 ± 29.5%) (p = 0.443). The rGTV extended outside the GTV in 22 (100%)
and 15 (68%) of wtIDH and mutIDH groups, respectively, as measured by the number of patients having
greater than 0.3 cm3 of the rGTV outside the GTV (p = 0.009). The 0.3 cm3 threshold was used to account
for small spurious regions where the rGTV and GTV share a border (e.g. along the dura). The rGTV
extended outside the CTV in 6 (27%) and 7 (32%) patients from the same groups (p = 1.00). Finally, the
mean rGTV volume outside the CTV was 2.7 ± 11.0 cm3 (5.2 ± 20.5% of the rGTV) and 0.6 ± 1.2 cm3 (4.5
± 7.2%) (p = 0.387) for wtIDH and mutIDH patients, respectively.

Positional analysis of recurrence
The displacement of the rGTV centroid from the GTV and CTV centroids is outlined in Figure 4(b). The
displacement of rGTV centroid for the wtIDH and mutIDH groups was 9.5 ± 9.8 mm and 12.2 ± 8.4 mm (p
= 0.446) from the GTV and 14.6 ± 8.8 mm and 15.9 ± 7.9 mm (p = 0.718) from the CTV, respectively.

The rGTV centroid was on average 1.4 ± 6.7 mm and 0.7 ± 1.5 mm (p = 0.615) from the closest edge of
the GTV for the wtIDH and mutIDH groups, respectively. As summarized in Figure 4(c), this distance was
0 mm (i.e. the rGTV centroid was within the GTV) for 21 (95%) of the wtIDH patients; the sole patient with
a non-zero distance had an rGTV centroid 31.4 mm from the closest portion of the GTV. This distance
was also zero in 18 (82%) mutIDH patients and ranged from 2.0-5.7 mm in the 4 (18%) remaining mutIDH
patients.

Discussion
Radiotherapy in glioblastoma and grade 4 IDH-mutant astrocytoma relies critically on the 1.5-3 cm
expansion from the GTV to the CTV. An opportunity to further re�ne this margin relies on identifying
patient subgroups for which this expansion could potentially be decreased. In this study, we
demonstrated a differential recurrence pattern between these two groups with the results suggesting that
the rGTV extends outside the planning GTV less often in the mutIDH group compared to wtIDH group.
The volume of the recurrence extending beyond the GTV and CTV, however, is not statistically different
between the two groups. In addition, there is no difference in terms of displacement of recurrent tumor
centroid relative to the planning GTV or CTV.

IDH mutation is an increasingly important molecular biomarker of in terms of tumor behavior and therapy
response in patients with high grade gliomas. In this study, we demonstrated that the GTV was larger in
the mutIDH compared to wtIDH group. Unlike the wtIDH group, the tumor in mutIDH patients is thought to
predominantly progress from lower grade gliomas [26] over a long time period and therefore had more
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time to slowly grow before causing clinical symptoms and thus being diagnosed. The larger decrease
between the volume of the planning GTV and the recurrent tumor in the mutIDH group is also suggestive
of better response to radiation in these patients. In turn, this may imply that interfraction variability is
greater in the mutIDH group and patients with grade 4 IDH-mutant astrocytoma might therefore bene�t
from more frequent interfraction treatment assessment and adaptation [27–31]. An important caveat is
that the patterns of recurrence analyzed here are based on standard radiotherapy volumes. While
encouraging evidence exists that failure patterns are similar in the context of reduced margin
radiotherapy [32, 33], determination of the impact of margin reduction on patterns of recurrence is outside
the scope of the study. With the recurrence volume smaller in the mutIDH group, and the centroid of the
rGTV within 5.7 mm of the GTV for all patients in the mutIDH group, we believe that this patient group
may particularly bene�t from reduced margin radiotherapy. This is of special importance as these
patients are younger compared to wtIDH group with longer overall survival. Margin reduction is a focus of
ongoing studies which specify a 5 mm CTV, such as the Stanford hypofractionated stereotactic
radiosurgery trial [34] and the UNITED study which employs daily MRI guidance and weekly adaptive
replanning [35].

The results of this work demonstrated that the recurrent tumor extends less often beyond the planning
GTV in the mutIDH group demonstrating the less aggressive biology of tumor in this group. Knowing that
the main reason for contour expansion from GTV to CTV is to account for in�ltrative microscopic disease,
our results suggest that the current guidelines for expansion of GTV to CTV for radiation planning in
glioblastoma patients [11, 12] can potentially be changed to be less conservative in grade 4 IDH-mutant
astrocytoma. A de�nitive determination is, however, beyond the scope of this study and requires
assessment in large prospective trails.

Our study also demonstrated that for those cases that the recurrence extended beyond the planning GTV
and CTV, the recurrence volume extending beyond these radiotherapy planning structures was not
statistically different between the mutIDH and wtIDH groups. That may indicate a subset of patients
within the mutIDH group respond similarly to treatment compared to their wtIDH counterparts. Detailed
molecular analysis or genomic sequencing data could potentially help de�ne this subgroup; this data
was, however, not available at the time of this study.

This study had several limitations. The retrospective nature of the study is a source of bias and the
sample size in our study was small. Also, data regarding MGMT methylation status and other molecular
biomarkers of high grade gliomas [36] were not available for this study. Large randomized trials are
needed to draw conclusions that can potentiality further personalize radiation planning guidelines for
glioblastoma based on patient speci�c molecular status.
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Figures

Figure 1

(a) Axial slice of patient with grade 4 IDH-mutant astrocytoma illustrating analysis volumes. Overlaid on
the T1 with Gadolinium contrast planning MRI are the gross tumor volume (GTV; red contour), clinical
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target volume (CTV; blue contour), and recurrent gross tumor volume (rGTV; orange contour). Also shown
for illustrative purposes is the 60 Gy prescribed radiotherapy dose plan (colorwash). (b) Schematic two-
dimensional illustration of metrics quanti�ed in this study. The GTV, CTV, and rGTV are denoted by the
red, blue, and orange contours, respectively; the centroid of each contour is indicated. The three arrows
demonstrate the distance of the rGTV centroid from the GTV centroid, CTV centroid, and closest edge of
the GTV. The regions of the rGTV outside the GTV (labelled ‘A’) and CTV (‘B’) are also indicated.

Figure 2

Kaplan-Meier estimates of progression free survival (a) and overall survival (b) for the wtIDH (blue) and
mutIDH (red) groups with 95% con�dence interval delineated by the shaded region.
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Figure 3

(a)-(c) Gross tumor (GTV), clinical targeting (CTV), and recurrent gross tumor (rGTV) volumes for the
wtIDH and mutIDH groups. In all three panels, the scatter points denote individual patient volumes; points
are randomly offset along the abscissa to improve visualization. The horizontal dashed lines with ‘o’ and
‘x’ endpoints denote the mean and median, respectively, of the group. The GTV and rGTV volume data are
delineated in a different form in panels (d)-(e) to highlight individual patient differences between these
two volumes. In both panels, the n=22 patients in each of the wtIDH (d) and mutIDH (e) groups are shown
along the ordinal with the �lled and open circles denoting the GTV and rGTV volumes, respectively.
Patients are sorted by their GTV volume. The rGTV was 10.7 ± 26.9 cm3 (mean ± SD) and 46.9 ± 55.0
cm3 smaller than the GTV for wtIDH and mutIDH groups, respectively (p = 0.018).
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Figure 4

Volumetric (a) and positional (b-c) analyses of recurrent gross tumor volume (rGTV) for the wtIDH and
mutIDH groups. (a) rGTV volume outside the gross tumor volume (GTV; left panel) and clinical target
volume (CTV; right panel). (b) Distance of the rGTV centroid from the GTV (left panel) and CTV (right
panel) centroids. (c) Distance of the rGTV centroid from the closest edge of the GTV. In all panel groups in
the scatter points denote individual patient measurements; these points are randomly offset along the
abscissa to improve visualization. The horizontal dashed lines with ‘o’ and ‘x’ endpoints denote the mean
and median, respectively, of the group.


