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Abstract
Background The prognosis of children with diffuse intrinsic
pontine gliomas (DIPG) is dismal. This study aims to eval-
uate the characteristics and treatment outcome of children
with DIPG in a single center.
Methods We reviewed the outcome of children with DIPG
treated at the Oncology Institute of Istanbul University from
February 1999 to May 2012.
Results Fifty children (26 female, 24 male) with the median
age of 7 years were analyzed. The median duration of symp-
toms was 30 days. All patients received radiotherapy (RT).
Before the year 2000, 12 patients received only RT. Thirty-
eight had concomitant and/or adjuvant chemotherapywith RT.
Between 2000 and 2004, 17 patients received cis-platinum or
vincristine as sensitizers during RT and CCNU + vincristine
combination after RT. Since 2004, 21 patients received temo-
zolomide (TMZ) concomitantly during RT and as adjuvant
chemotherapy after RT. The median survival time of all
patients was 13 months (1–160 months). Patients receiving
RT + TMZ had a significantly higher overall survival than
patients with only RT (p00.018). Patients receiving RT +

chemotherapy other than TMZ also had a significantly higher
overall survival than patients receiving only RT (p00.013).
Patients receiving RT + TMZ + and chemotherapy other than
TMZ had a significantly higher survival than patients receiv-
ing only RT (p00.005).
Conclusion In our series, patients receiving RT + TMZ and
also patients receiving RT + chemotherapy other than TMZ
had a significantly higher overall survival than patients treated
with only RT. Hence, administering chemotherapy during and
after RT seems to prolong survival in some DIPG patients.
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Introduction

Brain stem tumors are one of the most malignant pediatric
brain tumors [13, 22]. They account for 12.2 % of all
pediatric brain tumors [22, 29]. Among all brain stem
tumors, 80 % are diffuse intrinsic pontine gliomas (DIPG)
[10, 19, 20]. Typical magnetic resonance imaging (MRI)
findings and the impossibility to completely resect most
tumors lead these patients to be treated without histological
confirmation [2, 8]. Radiotherapy (RT) is known to extend
survival and frequently improve the quality of life for a
period of time [8]. A positive role of chemotherapy has been
suggested in some retrospective analysis [28], but the effect
appears to be small. After radiochemotherapy, these tumors
shrink but recur rapidly. Survival outcome for this group of
tumors are worse than any other CNS tumor. Median time
until progression is 5–6 months, median survival time is
usually less than 1 year, and survival beyond 2 years from
diagnosis is less than 10 % [12, 14]. There seems to be no
progress in the last 20 years [3–7, 9–11, 14–18, 21, 22, 26].
In this retrospective study, we documented the outcome and
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survival analysis of DIPG patients who received RT only
and those who received RT and concomitant chemotherapy.

Materials and methods

We retrospectively reviewed a total of 50 DIPG patients
treated at the Oncology Institute of Istanbul University from
February 1999 to May 2012. During this period, a total of
512 pediatric patients with brain tumors were admitted.
Patients presented with clinical features emerging from cra-
nial nerve deficits, motor nerve disability, cerebellar dys-
function, and MRI evidence of a large, expansile lesion with
irregular margins. The diagnosis of DIPG was clinically
made after evaluation by a pediatric oncologist, radiation
oncologist, neurosurgeon, and radiologist in the multidisci-
plinary tumor board. All patients had adequate hematologic,
renal, and hepatic functions (hemoglobin level>11 g/dl,
total leukocyte count>4,000/mm3 with absolute neutrophil
count>1,500/mm3 and platelet count>100,000/mm3; liver
enzyme level<2.5 upper limit of normal; and serum creati-
nine level<1.5 upper limit of normal). Cranial MRI was
obtained from all patients at diagnosis and was repeated
every 3 months during treatment and after therapy. All
patients received RT as the standard treatment. In our insti-
tution, RT treatment was given solely without concomitant/
adjuvant chemotherapy before the year 2000 (group 1 RT
only). RT was administered to the tumor bed plus 2-cm
margins with a conventional fractionation of 180–200 cGy
once a day for 5 days a week within 6 weeks, with a total
dose of 54 Gy. As fractionated daily RT dose was dimin-
ished in patients under 3 years of age, four patients were
given 60 Gy hyperfractionated RT, a biologically equivalent
dose of 54 Gy. The treatment protocol changed after 2000
by the addition of chemotherapy as concomitant/adjuvant
treatment after RT. From 2000 to 2004, cis-platinum 40 mg/
m2/week or vincristine 1.5 mg/m2/week were used as sensi-
tizers concomitantly during RT, and the combination of
CCNU 100 mg /m2 every 4 weeks and vincristine 1.5 mg/
m2 every 4 weeks was used after RT (group 3, RT and other
chemotherapy). Since 2004, temozolomide (TMZ) (75 mg/
m2/day p.o.) for 6 weeks was used concomitantly during RT,
followed by TMZ (200 mg/m2/day p.o.) for 5 days with a
28-day cycle after RT as adjuvant chemotherapy for
12 cycles (group 2, RT and TMZ). TMZ was suspended
for an absolute neutrophil count lower than 1,500/mm3 and
platelet count lower than 100.000/mm3.

Statistical analysis

The median survival was evaluated in the whole group: in
group 1, RT only; in group 2, RT and TMZ; and in group 3,
RT and other chemotherapy, and the comparison was made

between groups 1 vs. 2, group 1 vs. 3, and group 1 vs. any
chemotherapy (groups 2 and 3 combined). Overall survival
was assessed by the Kaplan–Meier method in all groups,
and survival between groups was compared by the logrank
test.

Results

The median age of 50 patients (26 female and 24 male) was
7 years (6 months–16 years). They presented with a median
period of 30 days (2–630 days) of symptom duration and
history. No patient in this series had neurofibromatosis type
1. The most frequent clinical finding was ataxia in 32 (64 %)
patients, followed by strabismus in 31 (62 %) patients, and
motor weakness in 22 (44 %) patients. The most frequent
cranial nerve involvement was the sixth cranial nerve. All
patients received RT as the standard treatment. Before the
year 2000, 12 patients received RT only (group 1, RT only).
From 2000 to 2004, 17 patients received cis-platinum or
vincristine as sensitizers during RT, and CCNU + vincristine
combination after RT (group 3, RT and other chemotherapy).
After the year 2004, 21 patients received TMZ concurrently
with RT and after RT (group 2, RT and TMZ). Three of the
patients in this group were biopsied, and the results were
pilocytic astrocytoma. During TMZ treatment, clinical deteri-
oration was thought to be due to pseudoprogression in three
patients, and TMZ was not stopped. The patients recovered
after dexamethasone treatment which was gradually stopped.
Twelve total cycles were planned in 21 patients. After 8 cycles
of TMZ, the dose was diminished to 75 % in ten patients, but
the intervals had to be prolonged in the last 2 cycles to a 42-
day cycle in three patients due to thrombocytopenia. Forty
thrombocyte transfusions were given as the platelet count<
20,000/mm3. No patients required erythrocyte transfusions.
There was no hospitalization due to febrile neutropenia. The
median survival time among all patients was 13 months (1–
160 months) (Table 1). Group 2 patients who received RTand
TMZ had a significantly higher overall survival than patients
in group 1 who only received RT (p00.018). Group 3 patients
who received RT and other chemotherapy had a significantly
higher survival than patients in group 1 who only received RT
(p00.013). Patients receiving any chemotherapy (groups 2
and 3 combined) had a significantly higher survival than
patients in group 1 who only received RT (p00.005) (Fig. 1;
Table 1). At 1-year follow-up, there were no survivors in
group 1 who only received RT; 13 of 21 patients in group 2
who received RT and TMZ were dead of disease; 13 of 17
patients in group 3 who received RT and other chemotherapy
were dead of disease; thus, 26 of 38 patients are failures in
groups 2 and 3 combined (Table 1). In group 2, ten patients
who received RT and TMZ survived at 2 years, and five
patients survived at 3 years; three patients in group 3 who
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received RT and other chemotherapy also survived at 3 years.
Survival at 2 and 3 years was significantly higher in patients
receiving any chemotherapy (groups 2 and 3 combined) vs.
group 1 who only received RT (Table 2). Ten patients died on
the ventilator; eight died in 5 days. Only two patients who
received RT and TMZ survived 2 months upon ventilator in
group 2.

Discussion

DIPG are currently associated with a very poor prognosis
due to their unresectable nature, devastating neurological
lesions associated with the local extension, and poor re-
sponse to adjuvant therapy. The origin of these tumors is
glial in more than 90 % of the cases, with 70 % of the tumors

Table 1 Comparison of median survival and 1-year survival between group 1, group 2, group 3, and group 2 + 3

Group Eventa/case Median survival (months) 1-Year survival rate Logrank (%) p

Group 1 12/12 12 (3–20) 41.7±14.2

Group 2 13/21 12 (1–160) 55.3±11.2 5.60 0.018b

Group 3 13/17 15 (1–132) 47.5±12.9 6.23 0.013c

Group 2 + 3 26/38 15 (1–160) 60.8±8.2 7.810 0.005d

a Death of the patient
b Comparison of group 1 (patients receiving only radiotherapy) and group 2 (patients receiving radiotherapy and temozolomide)
c Comparison of group 1 and group 3 (patients receiving radiotherapy and other chemotherapy)
d Comparison of group 1 and group 2 + 3 (patients receiving radiotherapy and any chemotherapy)

Fig. 1 a Comparison of overall survival for group 1 RT only (solid
line) and group 2 RT and TMZ (dashed line). b Comparison of overall
survival for group 1 RT only (dashed line) and group 3 RT and other

chemotherapy (solid line). c Comparison of overall survival for group
1 RT only (dashed line) and group 2 + 3 RT and any chemotherapy
(solid line)
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arising in patients younger than 7 years of age (median age at
diagnosis, 5–9 years) [19, 22]. Similarly, our study group had
a median age of 7 years (6 months–16 years) at diagnosis.
Manifestations include combinations of cranial nerve palsies
and ataxia. Cranial nerves VI and VII are the most commonly
affected, although cranial nerves III, IV, IX, and Xmay be also
compromised [19, 22]. We established similar findings in our
study as the most frequent clinical findings were ataxia, stra-
bismus, and motor weakness.

RT is the standard treatment for DIPG with external local
field RT at a total dose of 54–60 Gy in 6 weeks. Many
techniques such as hyperfractionated RT and increasing RT
doses to 78 Gy have been tried with no alteration in time to
progression [16, 23]. Several chemotherapeutic agents in-
vestigated previously offered no significant improvement.
Doz et al. [9] and Bernier-Chastagner et al. [3] used radio-
sensitizers during RT and reported no improvement in sur-
vival. Wagner et al. [28], in the HIT-GBM data reported the
1-year overall survival rate as 45.8 % in patients treated with
both RT and CT, although no patients in this database
survived longer than 3.9 years. Massimino et al. [21] estab-
lished no survival advantage within four protocols used in
their mono-institutional study in 20 years’ time.

After TMZ was reported to be the standard chemotherapy
for adults with newly diagnosed glioblastoma, studies of

TMZ on children with high-grade gliomas were undertaken.
It was also tried in other relapsed brain tumors including
DIPG in children [1, 18]. TMZ produces its cytotoxicity by
the DNA methylation of the guanine at the O6 position. It
may be useful to evaluate the methylguanine DNA methyl-
transferase (MGMT) promoter methylation status of the
tumor tissue. If there is an expression of MGMT recovery
enzyme, it may take away the methyl or alkyl group and put
the normal guanine in place and thus cause resistance to
TMZ [25]. Despite the initial positive responses observed
among children with high-grade gliomas treated in phase I
trials, Broniscer et al. [4] reported a disappointing response
to TMZ in children. Accordingly, Sirachainan et al. [26],
Jalali et al. [15], Kim et al. [17], Chassot et al. [5], and
Cohen et al. [7] established no improvement in the outcome
of DIPG patients with RT–TMZ (Table 3). Small series have
recently suggested that the biology of DIPG is fundamen-
tally different from that of supratentorial anaplastic astrocy-
toma and glioblastoma multiforme [24, 30]. Another point is
that epigenetic silencing of the MGMT gene by promoter
methylation is suggested to enhance the cytotoxic impact of
TMZ [25]. The limitations of those studies are the lack of
information about the biologic character or the MGMT
promoter methylation status of the tumor tissues of patients
like those in our series. It may be that some tumors may be
more responsive to MGMT and have a better response to
TMZ. In our series, although there was no survivor at 2 and
3 years among only RT receivers, ten patients survived at
2 years and five patients survived at 3 years in group 2 who
received RT and TMZ. Three patients in group 3 who
received RT and other chemotherapy also survived at
3 years. Thus, we suggest concurrent and/or adjuvant che-
motherapy with RT; it might improve survival in some
DIPG patients. Moreover, there might be other prognostic
factors like more frequent visits for weekly chemotherapy
administration and requirement for blood counts in the last
decade according to changes in chemotherapy in our series.
Thus, the symptoms and positive findings of disease

Table 2 Survival rates of patient groups at 1, 2, and 3 years

Group Number 1 year (%) 2 years (%) 3 years (%)

Group 1 12 42 0 0

Group 2 21 55 37 37

Group 3 17 47 27 20

Group 2 + 3 38 61 32 28

Group 1, patients receiving only radiotherapy; group 2, patients receiv-
ing radiotherapy and temozolomide; group 3, patients receiving radio-
therapy and other chemotherapy; and group 2 + 3, patients receiving
radiotherapy and any chemotherapy

Table 3 Summary of the studies reporting the results of concomitant and adjuvant temozolomide in children with diffuse intrinsic pontine glioma

Reference (country) Year Nature of the study TMZa dose Number 1-Year survival (%) Median survival (months)

Broniscer et al. [4] (USA) 2005 Prospective 200×6 29 48 12

Cohen et al. [7] (COG) 2011 Prospective 90/200×10 63 40 9

Jalali et al. [15] (India) 2010 Prospective 75/200 20 35 9

Chiang et al. [6] (Taiwan) 2010 Prospective 75/150 18 51 12.3

Sirachainan et al. [26] (Thailand) 2008 Prospective 75/200 12 58 13.5

Kim et al. [17] (Korea) 2010 Prospective 75/200 12 58 12.7

Chassot et al. [5] (France) 2011 Prospective 75/200×6 21 50 11.7

Current study (Turkey) 2012 Retrospective 75/200×12 21 55 12

a Temozolomide dose during RT/after RT and number of cycles, month/months
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progression could be met earlier, and decision of arranging a
shunt or percutaneous endoscopic gastrostomy might have a
contribution on survival duration concurrently with the tech-
nical improvement of these palliative measures over the
study period. In addition to that, the parents are more aware
of the behavioral changes of their children, and the govern-
ments can enable them more improved social facilities such
as home nursing or hospice services in time. Hence, more
free time out of bed might possibly enhance the well-being
of the children as Temel et al. [27] reported that early
palliative care led to significant improvements in both qual-
ity of life and mood.

Our retrospective study has the limitation of a long du-
ration so that standardization of chemotherapy and RT
applications is not possible, but development in RT techni-
cals might also contribute such improved results in time.

In conclusion, TMZ and/or other chemotherapeutic
agents might change the poor outcome of children with
newly diagnosed DIPG. The limitation of this study is its
retrospective design, long duration, and the small sample
size. The complex biology of DIPG renders an unselected
single-agent approach less likely to be effective. Instead, a
multitargeted approach seems to be required to improve the
prognosis.

Acknowledgments Prof. Dr. Rian Disci is the statistics professor at
Istanbul University Oncology Institute. The authors thank Prof. Dr.
Riyan Disci for reviewing the statistical analysis. This study was partly
presented as a poster at the 48th Annual Meeting of the American
Society of Clinical Oncology, 1–5 June 2012, Chicago, IL, USA.

Conflict of interest The authors have no conflict of interest to
declare.

References

1. Akyuz C, Demir HA, Varan A, Yalçin B, Kutluk T,
Büyükpamukçu M (2012) Temozolomide in relapsed pediatric
brain tumors: 14 cases from a single center. Childs Nerv Syst
28:111–115

2. Albright AL, Packer RJ, Zimmerman R, Rorke LB, Boyett J,
Hammond GD (1993) Magnetic resonance scans should replace
biopsies for the diagnosis of diffuse brain stem gliomas: a report
from the Children’s Cancer Group. Neurosurgery 33:1026–1029

3. Bernier-Chastagner V, Grill J, Doz F, Bracard S, Gentet JC, Marie-
Cardine A et al (2005) Topotecan as a radiosensitizer in the
treatment of children with malignant diffuse brain stem gliomas:
results of a French Society of Paediatric Oncology Phase II Study.
Cancer 104:2792–2797

4. Broniscer A, Iacono L, Chintagumpala M, Fouladi M, Wallace D,
Bowers DC, Stewart C, Krasin MJ, Gajjar A (2005) Role of
temozolomide after radiotherapy for newly diagnosed diffuse brain
stem glioma in children: results of a multiinstitutional study
(SJHG-98). Cancer 103:133–139

5. Chassot A, Canale S, Varlet P, Puget S, Roujeau T, Negretti L,
Dhermain F, Rialland X, Raquin MA, Gril J, Dufour C (2012)

Radiotherapy with concurrent and adjuvant temozolomide in chil-
dren with newly diagnosed diffuse intrinsic pontine glioma. J
Neurooncol 106:399–407

6. Chiang KL, Chang KP, Lee YY, Huang PI, Hsu TR, Chen YW,
Chang FC, Wong TT (2010) Role of temozolomide in the treat-
ment of newly diagnosed diffuse brainstem glioma in children:
experience at a single institution. Childs Nerv Syst 26: 1035–1041

7. Cohen K, Heideman R, Zhou T, Holmes EJ, Lavey RS, Bouffet E,
Pollack IF (2011) Temozolomide in the treatment of children with
newly diagnosed diffuse intrinsic pontine gliomas: a report from
the Children’s Oncology Group. Neuro Oncol 4:410–416

8. Donaldson SS, Laningham F, Fisher PG (2006) Advances toward an
understanding of brain stem gliomas. J Clin Oncol 24:1266–1272

9. Doz F, Neuenschwander S, Bouffet E, Gentet JC, Schneider P,
Kalifa C et al (2002) Carboplatin before and during radiation
therapy for the treatment of malignant brain stem tumours: a study
by the Société Française d’Oncologie Pédiatrique. Eur J Cancer
38:815–819

10. Fischbein NJ, Prados MD, Wara W, Russo C, Edwards MS,
Barkovich AJ (1996) Radiologic classification of brain stem
tumors: correlation of magnetic resonance imaging appearance
with clinical outcome. Pediatr Neurosurg 24:9–23

11. Fisher PG, Breiter SN, Carson BS, Wharam MD, Williams JA,
Weingart JD, Foer DR, Goldthwaite PT, Tihan T, Burger PC
(2000) A clinicopathologic reappraisal of brain stem tumor classi-
fication. Identification of pilocystic astrocytoma and fibrillary as-
trocytoma as distinct entities. Cancer 89:1569–1576

12. Grigsby PW, Thomas PRM, Schwartz HG, Fineberg B (1987)
Irradiation of primary thalamic and brain stem tumors in a pediatric
population: a 33-year experience. Cancer 60:2901–2906

13. Guillamo JS, Monjour A, Taillandier L, Devaux B, Haie-Meder C,
Defer GL, Maison P, Mazeron JJ, Cornu P, Delattre JY (2001)
Brainstem gliomas in adults: prognostic factors and classification.
Brain 124:2528–2539

14. Hargrave D, Bartels U, Bouffet E (2006) Diffuse brainstem glioma
in children: critical review of clinical trials. Lancet Oncol 7:241–
248

15. Jalali R, Raut N, Arora B, Gupta T, Dutta D, Munshi A, Sarin R,
Kurkure P (2010) Prospective evaluation of radiotherapy with
concurrent and adjuvant temozolamide in children with newly
diagnosed diffuse intrinsic pontine glioma. Int J Radiat Oncol
Biol Phys 77:113–118

16. Jennings M, Spotso R, Boyett JM, Vezina LG, Holmes E, Berger
MS et al (2002) Preradiation chemotherapy in primary high-risk
brainstem tumors: phase II study CCG-9941 of the Children’s
Cancer Group. J Clin Oncol 20:3431–3437

17. Kim CY, Kim SK, Phi JH, Lee MM, Kim IA, Kim IH, Wang KC,
Jung HL, Lee MJ, Cho BK (2010) A prospective study of temo-
zolomide plus talidomide during and after radiation therapy for
pediatric diffuse pontine gliomas: preliminary results of the Korean
Society for Pediatric Neuro-Oncology study. J Neurooncol
100:193–198

18. Lashford LS, Thiesse P, Jouvet A, Jaspan T, Couanet D, Griffiths
PD, Doz F, Ironside J et al (2002) Temozolomide in malignant
gliomas of childhood: a United Kingdom Children’s Cancer Study
Group and French Society for Pediatric Oncology Intergroup
Study. J Clin Oncol 20:4684–4691

19. Littman P, Jarrett P, Bilaniuk LT, Rorke LB, Zimmerman RA,
Bruce DA, Carabell SC, Schut L et al (1980) Pediatric brain stem
gliomas. Cancer 45:2787–2792

20. Maria BL, Rehder K, Eskin TA, Hamed LM, Fennell EB, Quisling
RG, Mickle JP, Marcus RB Jr, Drane WE, Mendenhall NP et al
(1993) Brainstem glioma: I. Pathology, clinical features, and ther-
apy. J Child Neurol 8:112–128

21. Massimino M, Spreafico F, Biassoni V, Simonetti F, Riva D, Trecate
G, Giombini S, Poggi G, Pecori E, Pignoli E et al (2008) Diffuse

Childs Nerv Syst (2013) 29:583–588 587



pontine gliomas in children: changing strategies, changing results? A
mono-institutional 20-year experience. J Neurooncol 87:355–361

22. Packer RJ (1996) Brain tumors in children. Curr Opin Pediatr
8:549–557

23. Packer RJ, Boyett JM, Zimmerman RA, Rorke LB, Kaplan AM,
Albright AL et al (1993) Hyperfractionated radiation therapy (72
Gy) for children with brain stem gliomas: a Children’s Cancer
Group phase I/II trial. Cancer 72:1414–1421

24. Paugh BS, Qu C, Jones C, Liu Z, Adamowicz-Brice M, Zhang J et
al (2010) Integrated molecular genetic profiling of pediatric high-
grade gliomas reveals key differences with the adult disease. J Clin
Oncol 28:3061–3068

25. Perry JR, Belanger K, Mason WP, Fulton D, Kavan P, Easaw J,
Shields C, Kirby S, Macdonald DR, Eisenstat DD, Thiessen B,
Forsyth P, Pouliot JF (2010) Phase II trial of continuous dose-
intense temozolomide in recurrent malignant glioma: RESCUE
study. J Clin Oncol 28:2051–2057

26. Sirachainan N, Pakakasama S, Visudithbhan A, Chiamchanya S,
Tuntiyatorn L, Dhanachai M, Laothamatas J, Hongeng S (2008)

Concurrent radiotherapy with temozolomide followed by adjuvant
temozolomide and cis-retinoic acid in children with diffuse intrin-
sic pontine glioma. Neuro Oncol 10:577–582

27. Temel JS, Greer JA, Muzikansky A, Gallaqher ER, Admane S,
Jackson VA, Dahlin CM, Blinderman CD, Jacobsen J, Pirl WF,
Billings JA, Lynch TJ (2010) Early palliative care for patients with
metastatic non-small-cell lung cancer. N Engl J Med 363:733–742

28. Wagner S, Warmuth-Metz M, Esmer A, Gnekow AK, Strater R,
Rutkowski S et al (2006) Treatment options in childhood pontine
gliomas. J Neurooncol 79:281–287

29. Wong TT, Ho DM, Chang KP, Yen SH, Guo WY, Chang FC, Liang
ML, Pan HC, Chung WY (2005) Primary pediatric brain tumors:
statistics of Taipei VGH, Taiwan (1975–2004). Cancer 104:2156–
2167

30. Zarghooni M, Bartels U, Lee E, Buczkowicz P, Morrison A,
Huang A, Bouffet E, Hawkins C (2010) Whole-genome profiling
of pediatric diffuse intrinsic pontine gliomas highlights platelet-
derived growth factor receptor alpha and poly (ADP-ribose) poly-
merase as potential therapeutic targets. J Clin Oncol 28:1337–1344

588 Childs Nerv Syst (2013) 29:583–588


	Pediatric diffuse intrinsic pontine glioma patients from a single center
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Introduction
	Materials and methods
	Statistical analysis

	Results
	Discussion
	References


