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The influence of the extent of surgery on the

neurological function and survival in malignant

glioma. A retrospective analysis in 243 patients

Abstract

A retrospective analysis was performed
on 66 patients with anaplastic astro-
cytoma (AA) and 177 patients with glio-
blastoma multiforme (GM). The prog-
nostic importance of age, performance
status, tumour location, extent of
surgery and radiation treatment was
studied. Radiation therapy gave a sig-
nificant improvement in survival in both
AA (p < 0:003) and GM (p < 0:002), but
was given only to patients in a good
neurological condition. Both younger
age (p < 0:003), and good preoperative
performance status (p < 0:002) were
associated with a longer survival in AA,
but not in GM. Extensive surgery was
correlated with a better immediate
postoperative performance, a lower one-
month mortality rate and a longer
survival, in both AA and GM. There was
no relationship between preoperative
neurological function status and the
extent of surgery. Because of the retro-
spective nature of this study, the con-
clusion is that performing extensive
surgery instead of limited surgery does
not lead to more deterioration in post-
operative neurological function.

Anaplastic astrocytoma (AA) and glioblastoma
multiforme (GM) both carry a poor prognosis
with a median survival time of 24 months and
nine months respectively after surgery and
radiotherapy.'” Treatment with adjuvant
chemotherapy has been of additional, albeit
moderate, benefit (median survival + 11
months in GM).! 2*°> Recently, attention has
been paid to the influence of more extensive
surgery on the performance status and sur-
vival, although in rather small series.*”’
However, performing only limited surgery or
no surgery is common, probably out of fear of
inflicting unnecessary damage on a patient
with a poor short-term prognosis.'® ! It has
also been our policy to perform surgery
particularly for obtaining a histological diag-
nosis without in many cases attempting to
remove a substantial amount of tumour. We
analysed the outcome of this approach and
examined the influence of the type of surgery
and other prognostic factors on the immediate
postoperative quality of life and length of
survival.
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Patients and methods

All the patients with a histologically verified
diagnosis of a supratentorial malignant glioma
in a ten year period from 1 January 1975 until
31 December 1984, were included in this
study. Analysis was made for age, sex, neuro-
logical signs and symptoms, pre- and post-
operative neurological function class and
performance status, tumour location, type and
extent of surgery, postoperative complica-
tions, radiation therapy and survival.

The performance status of the patient was
scored by the neurological function classifica-
tion on a four tiered scale:"

0 Able to work, neurological findings minor
or absent. (includes: mild headache, epileptic
insults controlled with anticonvulsants,
normal mental status, slight hemiparesis,
slight sensory disturbances, minimal aphasia,
no sphincter disturbances, minimal hemi-
anopia, reflex abnormalities permitted).

1 Able to be at home; nursing care not neces-
sary; neurological findings not serious. (in-
cludes: headache, epileptic insults, normal
mental status, slight aphasia possible, some
apathy permitted, slight dysarthria, mild sen-
sory disturbances, hemiparesis grade 4 (MRC
scale), mild aphasia, no sphincter distur-
bances, hemianopia).

2 Requiring hospital admission and medical
care with major neurological findings. (in-
cludes: organic brain syndrome, severe head-
ache, nausea/vomiting, aphasia, hemiparesis
grade 2-3, hemihypalgesia (-anaesthesia),
(hemi-) ataxia, sphincter disturbances, wheel-
chair dependent).

3 Requiring hospital admission and serious
physical or neurological state including coma.
(includes: diminished consciousness, severe
aphasia, hemiplegia (0-1), severe ataxia, bed-
ridden more than 509, of the time).

The preoperative function class was as-
sessed at admission before surgery, and the
postoperative function class was the perfor-
mance status at the time of discharge from the
hospital and before radiotherapy was insti-
tuted. All charts contained a generally exten-
sive record of the operation. From these notes
the following semiquantitative estimations of
the extent of tumour resection were made:

1 Stereotactic biopsy (performed since 1983).
2 Internal decompression (< estimated 259,
tumour tissue removed). This primarily
addresses a craniotomy with internal decom-
pression by suction of necrosis or fluid from
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the intratumoural cysts with one or more
biopsies from the tumour wall. No serious
attempt for tumour removal was made.

3 Small partial resection (estimated 25-759,
tumour removal). This was scored when an
attempt for removal was made; however, it
was clear that a substantial amount (> esti-
mated 25°,) of tumour had been left in place.

4 Large partial resection (estimated 75-959,
tumour removal). A serious attempt for re-
moving as much tumour as possible was
made, but still a certain amount (< estimated
25°,) could not be removed.

5 Gross total removal. This applied when a
gross macroscopic tumour resection was
made, or when the surgeon felt that only a
minimal amount of tumour (< estimated 59%,)
was left in place.

Because no routine postsurgical Computer
Tomography (CT) scanning was performed,
exact tumour removal from pre- and post-
surgical CT comparisons could not be made.

Histological diagnosis

All histological slides were judged or reviewed
by the neuropathologist (SZS), according to
validated criteria in low grade astrocytoma,
AA and GM."”™" Mixed oligo/astrocytomas
were excluded from the analysis. This study
only refers to patients with an AA or GM of
supratentorial location.

Radiotherapy

Radiotherapy was given to patients with AA
with a good performance status (neurological
function class 0 or 1).

Patients with GM as a rule did not receive
radiotherapy, although 12 out of 182 patients
did undergo this treatment for unspecified
reasons.

Patients received radiotherapy in a mid-
plane tumour dose in five fractions per week
(2-0 Gy per day) up to 46 Gy via large parallel
opposing lateral fields with appropriate
shielding and encompassing the entire cranial
contents. Thereafter, a boost was delivered to
the tumour area within wide margins, up to
54-57 Gy total dose.

Statistical methods

Survival curves and mortality rates were cal-
culated with the actuarial method of Kaplan
and Meier. The Cox proportional hazard
model was used to assess the impact of patient
factors such as age and performance status
and treatment factors such as radiotherapy
and the extent of surgery on survival in a
multivariate model.

Results

There were 66 patients (37 males, 29 females)
with AA and 177 patients (88 males, 89
females) with GM.

Age distribution, neurological function class and
extent of surgery

The mean age for AA was 49-3 years (SD
17-2), which was younger than the mean age
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Table 1 Age distribution

Anaplastic Glioblastoma
astrocytoma multiforme
(n=66) (n=177)
Age (in years)
<40 320, 70,
>40-<60 38¢, 50%,
> 60 30°, 437,

for GM: 57:1 years (SD 10-7). The age dis-
tribution in table 1 shows that patients
especially in the younger age group of less
than 40 years are rarely present among the
GM patients.

For preoperative neurological function
there was no evidence of a gross difference
between the two histological groups (table 2),
but there was a weak association between age
and preoperative neurological function:
patients with a poor neurological function
class were on average older than patients with
a good function class (p < 0-05, see table 3).

The majority of the patients had limited
surgery, that is, an internal decompression
(57%) or a small partial resection (249%).
There was no evidence of an association be-
tween the extent of surgery and age or pre-
operative neurological function class (table 4),
which may be partly due to the fact that the
number of patients with extensive surgery
(that is, a large resection or a gross total
removal) was small (n = 30).

Table 5 compares the postoperative and the
preoperative neurological function class. The
majority of the patients were unchanged
(51%), 299 showed an improvement and
19°, showed a deterioration. Table 6 shows
the relationship between the extent of surgery
and the change in the neurological function
class. It shows that large resections or gross
total removal did not lead to more deterio-
ration than limited surgery. In fact, it shows
that with extensive surgery there was often
more improvement and frequently less de-
terioration.

Tumour location

The associations between tumour location,
pre-and postoperative function and extent of
surgery were analysed by means of cross-
tabulations. An association was found only
between tumour location and extent of sur-

Table 2 Preoperative neurological function class
distribution

Anaplastic Glioblastoma
Neurological astrocytoma multiforme
function class (n=66) (n=177)
0 8()0 7()0
1 320, 21°,
2 38, 440,
3 22°, 289,

Table 3 Age in relation to neurological function

Neurological function class No of patients Mean age
0 17 52-1
1 57 51-0
2 105 56-0
3 63 58-1
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Table 4 Extent of surgery in relation to preoperative neurological function class

Preoperative

neurological Stereotactic Internal Small Large Gross
Sfunction class biopsy (°,) decompression (%,) resection (%) resection (%,) removal (%)
0 (n= 17 6 65 12 0 18

1 (n= 57) 7 53 25 7 9

2 (n=105) 10 59 20 8 4

3 (n= 63) 2 57 32 5 5

Table 5 Numbers of patients (°,) with a change in neurological function class before and after surgery (n = 243*)

Preoperative

Sfunction Postoperative function
0 1 2 3 - 2
0 62 0 0-8 0 1 Deteriorated ll
1 3.7 14-2 13 46 1193% (46) |
2 0-8 126 167 126 b |
3 04_ _ _ ____29 _ _ _ _ __ 88 14-2 | |
v Improved | | Unchanged |
| 90 ! 1 51-39 |
L _29_3 o gol ___________ " L51 3% (123)4

*In four of the 243 patients insufficient data for analysis were recorded.

gery: occipital and deep-seated locations were
predominantly related with stereotactic biop-
sies, and parietal location with less extensive
surgery (p < 0-04).

Complications and one month mortality

The complication rate was 23-9%, in the AA
and 19-1°, in the GM group. Brain oedema
occurred in 23 patients, intracranial hae-
matoma in 12, bronchopneumonia in five,
meningitis or abscess in two, systemic infection
in four and thrombophlebitis in two patients.
The frequency or type of complications was
similar in both groups. The one month mor-
tality rate was 20-9°, in AA, and 22-5%, in GM.
Table 7 shows that none of the patients with a
gross removal had complications, but there is
no apparent trend between the complication
rate and the extent of surgery. Conversely, both
the one and three month mortality rates were
strongly correlated with the extent of surgery:
the larger the resection, the smaller the
mortality rate.

Survival

Figure 1 shows that the median survival in
AA and GM was respectively eight and four
months, with a two year survival of 13%, and
0-5°, respectively. Figure 2 demonstrates the
influence of age on the survival in AA in the
<40, 40-60, and > 60 years of age groups. Age
is significantly (p < 0-002) related to prognosis
in AA. There was no relationship between age

Table 6 Change in pre- and postoperative neurological function in relation to extent of
surgery

Improved* Unchanged Deteriorated
(%) (%) (%)
Stereotactic biopsy (n = 16) 19 75 5
Internal decompression (n = 136) 21 52 26
Small resection (n = 56) 45 43 13
Large resection (n = 15) 27T\ 43 60} 50 13 } 7
Gross removal (n = 15) 60 40 0

(x* = 25-6;d.f. = 8; p < 0-001)

*Improved or deteriorated denotes patients who showed one grade of improvement or
deterioration in postoperative neurological function class.

and survival in the GM group. Preoperative
neurological function status was significantly
(p < 0-001) related to survival (fig 3) in the AA
patients, but not in GM (these curves are not
shown). Figures 4 and 5 compare the survival
of the patients with extensive surgery and the
patients with limited surgery in AA and GM.

Only six AA patients were treated with
extensive surgery. They show a better survival
(generalised Wilcoxon test, p = 0-08). In the
GM group 24 patients were treated with exten-
sive surgery. Their median survival is four
months. For patients treated with limited sur-
gery it is three months. Although the difference
between both curves is relatively small, it is
statistically significant (generalised Wilcoxon
test, p = 0-01). Figure 6 shows a clear differ-
ence in survival between non-irradiated and
irradiated AA patients with a median survival
of respectively three and 12 months. In the GM
group the irradiated patients also show a longer
survival (median nine months) than the non-
irradiated patients (median three months)
(ig 7).

Generally, patients with AA had radio-
therapy, unless neurological function status
made radiotherapy not worthwhile. Thus the
division of patients who had radiotherapy or
not, was highly biased, and the difference in fig
6 in three month survival between the patients
with and without radiotherapy reflects this too.
In general, patients with GM did not have
radiotherapy. Only twelve patients had radio-
therapy in this group for unstated reasons.
Table 8 shows the results of the Cox regression
analysis. In this multivariate model the effects
of age and neurological function class were
estimated separately in the AA and the GM
group. In the AA group both these factors were
significantly associated with the relative death
rate, but this was not so for the GM group.
Separate estimators for the effect of radio-
therapy and the extent of surgery in the AA and
GM group were not computed as the number
of patients with radiotherapy in the GM group
was too small as was the number of patients
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Table 7 Complication rate and one- and three-month mortality in relation to extent of surgery

One-month Three-month
Extent of surgery No of patients Complications %, mortality %, (SD) mortality %, (SD)
Stereotactic biopsy 17 12 35 (12) 59 (12)
Internal decompression 139 26 27 (4) 51 (4)
Small resection 57 12 11 4 42 (1
Large resection 15 27 7 (6) 27 (11)
Gross removal 15 0 0 — 13 (9

with extensive resection. So the estimated
relative death rates for the treatment factor
radiotherapy and extent of surgery are to be
considered as an average for the AA and GM
group together. Both radiotherapy and more
extensive surgery were correlated with a sig-
nificantly longer survival. Again we emphasise
that radiotherapy was given to a selected group
of patients.

Discussion

Patients with a malignant glioma have a poor
prognosis despite vigorous treatment with
surgery, radiotherapy or adjuvant chemo-
therapy.”” For that reason, the present treat-
ment regime is essentially palliative. A good
quality of life is therefore one of the main goals
of treatment in GM. Although retrospective
and prospective studies, albeit performed in
relatively small numbers of patients, indicate
that more complete resections of malignant
glioma give a better postoperative performance
status and a longer survival,”®'*' many
physicians do not refer their patients for
further treatment after a CT scan has shown
the high probability of a malignant glioma.'*!
This may stem from the fear of damaging the
patient given the short expected survival." The
relatively long period of time necessary for
surgery, including the postoperative time-
period spent in the hospital and the period of
approximately six weeks for radiotherapy
might be arguments for not giving further
treatment.'® These reasons have led us to a
modest approach in treating malignant glioma
in our clinic. Surgery is mainly performed for
verification of the CT diagnosis.” In the
majority of patients, surgery is limited to an
internal decompression or small resection to
limit further trauma to the patient.

It is important to realise that treatment
choices in this study were not randomised. For
that reason, although we tried to identify the
motives for treatment choices, the possibility
remains that other factors beyond our capacity
for analysis influenced the outcome, including
the chance that a more radical treatment was

Table 8 Multivariate analysis of prognostic and treatment-related factors

Relative 95% confidence

death rate limits p-value
Age* AA 1-28 (1-08-1-53) 0-003

GM 094 (0-81-1-10) 0-44

Neurological AA 1-63 (1-18-2-25) 0-002
Function class (0, 1, 2, 3) GM 1-12 (0-94-1-33) 0-20
Radiotherapy (yes versus no) 0-40 \%26-0-61) 0-0001
Extent of surgery 0-77 (0-67-0-89) 0-001

0,1,2,3,4)

chosen for patients who would have had a
better prognosis anyway. Because the sub-
groups comprised a relatively small number of
patients, the discriminative power of the
analysis is limited. The retrospective character
of the study also implies some imprecision of
the scored data. Thus our results need to be
interpreted with caution.

The epidemiological characteristics of our
patient population agrees with other studies.
The age and sex distribution in AA and GM is
similar.'” The percentage of patients with AA
(27-0°,) is within the range of other prospec-
tive studies.'”

Postoperative performance status
Limited surgery does not result in less deterio-
ration in postoperative neurological function
compared to extensive surgery. Patients with
an internal decompression showed a post-
operative deterioration in neurological func-
tion class in 26°,, in contrast to 139, and 09,
in, respectively, a large partial resection and
gross total removal (table 6). Although one
might expect that patients with a poor pre-
operative neurological function would have
more restricted surgery, such a relationship
could not be found. Considering our results,
one should realise that the majority of the
patients (table 5) have a relatively poor
preoperative neurological condition. This
implies that under these circumstances the
grading scale is more sensitive for detecting an
improvement rather than deterioration. We do
not believe, however, that this would influence
the conclusions, as the sensitivity of the grading
scale bears no relationship to the mode of
treatment or any of the other prognostic
factors.

There was no correlation between age and
extent of surgery nor between histological

0 6 12 18 24 30 36 42 48 54 60

Survival {months)

*The age factor was expressed in decades in this analysis. Thus the relative rate of 1-28 in the
AA group means that, on average, an increase in age of 10 years goes together with an increase of
the death rate by a factor of 1-28.

Figure 1 Survival curves in patients with anaplastic
astrocytoma ( AA) and glioblastoma multiforme (GM ).
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Figure 2 Survival curves
in AA patients <40 years
of age, 40-60 years and

> 60 years.

Figure 3 Survival curves
in AA patients with a
preoperative neurological
Sfunction class 0 or 1, or 2
or3.

AA
—— <40 years
- — - 40/60 years
-+ 2>60 years
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diagnosis (AA or GM) and neurological func-
tion. Tumour location did not correlate with
extent of surgery, except for occipital, parietal
and deep-seated locations which correlated
with less extensive surgery. The same trend of
less deterioration in neurological function is
apparent in other studies favouring more
extensive surgery when tumour location
allows. 172 Also the complication rate in
patients with limited surgery was not less than
in patients with a more extensive surgery (table
7). A striking correlation was present in one and
three month mortality and extent of surgery,
favouring a large or gross total resection (table
7). The high one month mortality in patients
who had an internal decompression or small
partial resection is similar to other studies in
which limited surgery was performed.'®?' %
Another explanation stems probably from our
policy of restrained supportive care in patients
with a verified diagnosis of malignant glioma
and poor neurological condition. Nevertheless,
a median duration of three months as found in
this study is similar to other prospective series
in which patients treated with surgery only
were analysed.'?

Prognostic factors for survival

The most important prognostic factor is the
histological diagnosis showing strikingly
different survival curves for AA and GM (fig
1). This underlines once more the notion that
the histological criteria used here have a strong
prognostic value.””'® Because many of the
analysed factors are probably interrelated to
some extent, a multiple regression analysis best
reflects the relative weight of the various prog-

| AA
1 :LL17 o1
! -———= 23

T T
] 6 12 18 24 30 36 42 48 54 60
Survival (months)

Y T T v T

48 54 60

- r T

0 6 12 18 24 30 36 42

Survival (months)

Figure 4 Survival curves in AA patients with limited
surgery (small partial resection or less) or more extensive
surgery (large partial or gross resection); p = 0-075;
generalised Wilcoxon test.

nostic factors. With this method radiotherapy
emerges as a factor strongly related to survival.
It should be noted, however, that an important
preselection for radiotherapy was present in
AA, that is, only being offered to patients in a
good postoperative performance state.
~ The relative death rate of the patients with
radiotherapy compared with the group without
radiotherapy was 0-40, corrected for the
influence of performance status, age, histology
and extent of surgery. This means that on
average during follow up the risk of dying per
unit of time for patients treated with radio-
therapy was 0-40 times the same risk for
patients with the same characteristics but with-
out radiotherapy. This 0-40 may be partly due
to the effect of the radiotherapy and partly
to the selection of the patients. Although
extensive surgery was performed in only a
minority of patients, it proved to be of sig-
nificant importance as a prognostic factor
(p < 0-001). The relative death rate of the
patients undergoing more extensive surgery
was 0-77, compared to patients undergoing less
extensive surgery. Results from other series
confirm the influence of the type of surgery on
survival.” !¢ 17

Both age and preoperative performance were

10 1 ; oM
91 r =3 Limited surgery
| —— .
== Extensive surger
08 1 : gery
0-6 4
4
0-4 4
0-2
0

y T T T r
10 12 14 16

Survival (months)

T r T T
0 2 4 6 8 18 20 22 24

Figure 5 Survival curves in GM patients with limited
surgery (small partial resection or less) or more extensive
surgery (large partial or gross resection; p = 0-0115;
generalised Wilcoxon test.



The influence of the extent of surgery on the neurological function and survival in malignant glioma. A retrospective analysis in 243 patients 471

Figure 6 Survival curves
in AA patients with or
without radiotherapy.

Figure 7 Survival curves
in GM patients with or
without radiotherapy.

1.0
AA
—=- NoRT
084 — RT
0-6 1
0-44
0-24
. -UT“"“" ___________
]
04

0 6 12 18 24 30 36 42 48 54 60
Survival (months)

confirmed to be important prognostic factors in
AA.'?*? Limited surgery without radiotherapy
in GM might be the explanation for the absence
of an influence of age and performance status
on survival, which is in contrast to what has
been found in others’ reports.'?* Possibly,
because of the short doubling-time of 15-21
days of malignant cells in GM, both age and
performance status are not able to exercise their
impact on prognosis.”> The extent of tumour
removal is most accurately measured by com-
paring the pre- and postoperative CT scan.™
This method is preferred above the estimation
by the surgeon during the operation as used
here. Nevertheless, in other studies in which
this latter method was used,''°'"??' similar
differences for postoperative neurological
function and duration of survival between
patients with small or large resections have
been found as in studies using the CT scan.
Our analysis reveals that extensive surgery is
correlated with a better postoperative
neurological function and a longer survival
time compared to limited surgery. We cannot
rule out a selection bias for extensive surgery in
our population, although we were not able to
detect it for preoperative neurological function
and tumour location, with the exception of
deep-seated, occipital and parietal location.
Because of the retrospective nature of our study
our conclusion can only be that extensive
surgery does not lead to more postoperative
neurological damage than limited surgery.
Nevertheless, we believe this to be an im-
portant conclusion because surgery is often
withheld or limited to a stereotactic biopsy or
a small resection for fear of damaging the
patient’s condition.” "' Recently, in a prospec-

GM
—==== NoRT
RT

T L] L} L] Ll L T L L L] ]
0 2 4 6 8 10 12 14 16 18 20 22 24
Survival (months)

tive study it has been confirmed that extensive
surgery does not lead to greater deterioration of
neurological function with an equal chance of
less than 20°, for both limited and extensive
surgery.’ Larger resections are also correlated
with a longer survival as shown in retrospective
and prospective studies.'”'*'7#?* Qur study
confirms this.

We thank Mrs M van Dishoeck and Ir C J Jongkind for thgir
help in processing the data and Ms M Drinkwaard for secretarial
assistance.
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