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Table 3 Survival data according to potential prognostic factors (MST median survival time in months, 5-YSR 5-year survival rate)

1985-1994 1995-1999
Prognostic factor n MST 5-YSR(%) P n MST 5-YSR(%} P
Gender Male 97 15 8.7 0.13 67 2 31 0.62
Female 70 T22 23 4 28 33 :
Age (years) <60 43 20 22 0.0057 53 44 45 0.0052
260 84 13 6.8 48 23 15 .
Performance status 0-2 69 24 18 0.0015 60 37 32 0.024
34 95 1t 13 ] 41 12 30 -
B symptom Yes 16 10 7.5 0.30 11 14 18 0.027
o Neo 133 18 17 81 36 35
Lactate Normal 49 22 31 0.17 50 55.5 43 - 0.0084
dehyrdogenase High- - 34 21 5.8 30 205 @t
Tumor number Single 103 22 19 0.0021 56 55.5 43 0.0083
- Multiple 63 11 7.9 - 43 26 17
Tumor size (cm)® < 3em - - - - 51 32 33 0.95
‘ >3cm - - so= 41 37 )
Radiation field Whole brain 139 17 12 0.026 89 30 31 0.99
. Partial brain, 19 35 38 g 35 (33}
Spinal radiation Yes 15 31 k¥ 0042 °~ 4 - (50) 0.69
: No - 143 17 13 93 30 30
Total dose (Gy) <350 45 16 2 0.79 24 295 26 0.16
. 250 113 18 13 -~ 73 36 32
Whole-brain dose <40 61 24 22 0.025 38 32 26 0.83
Gy) - 240 97 14 11 59 30 32, _
- Chemotherapy Yes ‘ 65 18 19 0.63 64 38 40 0.0049
No 74 19 " 14 . 3 25 (14

* Maximum tumor diameter before radiation
Figures in parentheses are 4-year survival rate
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Fig. 2 Survival curves according to the treatment modality.

: patients treated with radiation alope, - - -e- - « ¢
patients treated with radiation and chemotherapy. The difference
,was significant in the group of patients treated between 1995 and
1999 (upper panel, P = 0.63; lower panel, P = 0.0049)
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Fig. 3 Survival curves according to chemotherapy regimens.
O : eyclophosphamide, vincristine, predpisolone +
doxorubicin, - - -e- - - : methotrexate-containing regimens, - - ~A---
: other regimens. The difference among the curves was significant in
the group of patients treated between 1995 and 1999 (upper panel,
P = 0.32; lower panel, P = 0.018)
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Table 4 Multivariate anayses for potential prognostic factors that were significant in univariate analysis.

Factor 1985-1994 (n= 154) : 1995-1999 (n—- 72) )

P Relative risk P Relanve risk
Age (<60 vs 2 60 years) 0.036 1.48 (1.03-2.15) 0.647 2.07 (1.01-4.22)
Performance status (0-2 vs 3,4). 0.13 1.36 (0.92-2.01) 013 1.77 (0.85-3.68)
Lactate dehydrogenase (normal vs high) - - - 0.13 1.70 (0.86-3.34)
Tumor number (single vs multiple) 0.0093 1.67 (1.13-2.45) 0.0032 2.82 (1.42-5.62)
Whole-brain dose (<40 vz = 40 Gy) 022 1.28 (0.86-1.91) - -
Chemotherapy (yes vs no) . - - 0.23 1.53 (0.32-1.31)

*Figures in parentheses are 95% confidence intervals

eral care including corticosteroid therapy and less
aggressive surgery. Since PS was a significant prognostic
factor in univariate analysis, it is suggested that the in-
crease in thé proportion of better PS patients may, at
least in part, have contributed to the improvement in
prognosis in patients treated between 1995 and 1999.
Age, PS, and tumor multiplicity are well-known
prognostic factors for PCNSL (Corry et al. 1998; Hay-
abuchi et al. 1998; O’Brien.et al. 2000). The present re-
sults of univariate analyses agree with these previous
observations, alt.hough the influence of PS did not reach
a significant level in multivariate analysis. Patients with
a high LDH level treated between 1995 and 1999 showed
a poorer prognosis than those with a normal LDH level
in univariate analysis. However, LDH was not a sig-
nificant factor in patients treated between 1985 and
1994, as also shown in the multivariate analysis of pa-
tients treated between 1995 and 1999, The previous
analysis of 466 patients in the nationwide survey sug-
gested an association of high LDH level and poor
prognosis in both univariate and multivariate analyses
(Hayabuchi et al. 1998), so LDH may be a potential
prognostic factor which is certainly weaker than age, PS,
and tumor multiplicity. A similar finding was obtained
regarding B symptom. In the newer survey, we investi-
- gated the influence of tumer size, but it did not appear to
have a significant influence on patient outcome.
Regarding the method of radiation therapy, patients
who ‘were treated with a partial-brain field showed a
better prognosis than those treated with a whole-brain
field in the group treated between 1985 and 1994. Shi-
bamoto et al. (Shibamoto et al. 2003} recently discussed
the possible benefit of using partial-brain irradiation,
especially in patients with a single lesion, Duc to the
retrospective nature of the present study and the small
number of patients who received partial-brain irradia-
- tion, no conclusion should be drawn regarding radiation
field, but avoiding whole-brain radiation may be a
future topic in the treatment of PCNSL. The observa-
tion in the earlier period that patients who received
spinal. radiation and. those who received whole-brain
doses of less than 40 Gy had a better prognosis are
paradoxical, and it is suggested that these observations
would represent patient selection bias, which is often
seen in retrospective analysis. As has been suggested by

previous findings (Nelson et al. 1992; Hayabuchi et al.
1998), a higher dose of radiation did not appear to be
associated with survival improvement.

In patients treated between 1985 and 1994, those who
received radiation alone- and those who received
radiation plus chemotherapy showed a similar progno-
sis, On the other hand, in patients treated bétween 1995

~and 1999, those who received radiation plus chemo--

therapy had a significantly better prognosis than those
who received radiation alone, However, the effect of
chcmothcrapy was not significant i in multlvanate anal-

ysis, Since younger patients were more often treated with
combined radiation and chemotherapy, this may be one
of the reasons why the effect of chemotherapy was not
supported by multivariate analysis. Analysis according

to chemotherapy regimens suggested a possible advan-

tage of MTX-containing regimens over conventional
CHOP or similar regimens. Several studies have
suggested the ineffectiveness of CHOP or similar regi-
mens, especially when given before radiation (Schultz
et al. 1996; O’Neill 1999; Mead et al. 2000), although
post—radmhon CHOP requires further investigation
(Shibamoto et al. 1999). The present findings suggest
that . systemic chemotherapy with weak or moderate

intensity may not be beneficial in PCNSL.

The findings of the present study revealed that the
treatment outcome for PCNSL varies greatly with the
era. Although most of the chemotherapy regimens used
were of mild or moderate intensity and only 14% of
the patients received high-dose-MTX-containing che-"
motherapy, the 5-year survival rate of 31% for all
patients treated between 1995 and- 1999 (including
those who did not complete radiotherapy) were equal -
to that recently reported by the Radiation Therapy
Oncology Group (DeAngelis et al. 2002) or those of
other series using intensive combined modality treat-
ment including high-dose MTX (Brada 1998; Bessell
et al. 2001). Therefore, it appears to be inappropriate
to discuss the usefulness of treatment modality by
comparing with the historical control data, There have
been no major randomized studies, except for a small
one {Mead et al. 2000), regarding the benefit of com-
bining chemotherapy with radiation, but to confirm the
efficacy of chemotherapy, randomized studies appear to

be necessary.
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To determine the recommended phase. |l dose of vinorelbine in
combination with cisplatin and thoracic radiotherapy (¥RT) in pa-
tients with unresectable stage il non-small cell lung cancer
{NSCLC), 18 patients received cisplatin (80 mg/m?) on day 1 and
vinorelbine {20 mg/m? in level 1, and 25 mg/m? in level 2).on

days 1 and 8 every 4 weeks for 4 cydes. TRT consisted of a single .

dose of 2 Gy once dally for 3 weeks followed by a rest of 4 days,
and then the same TRT for 3 weeks to a total dose of 60 Gy. Fif-
teen (83%) patients received 60 Gy of TRT and 14 (78%} patients
received 4 cycles of cheinotherapy. Ten (77%) of 13 patients at

level 1 and all 5 patients at level 2 developed grade 3-4 neutro- -

penia. Four {31%) patients at level 1 and 3 (0%} patients at leve!
2 developed grade 3-4 infection. None developed zgrade 3
esophagitls or lung toxicity. Doseimiting toxicity was noted in
33% of the patients in level 1 and In 60% of the patlents in level
2. The overall response rate (95% confidence Interval) was 83%
{59-96%) with. 15 partial responses. The median survival time
was 30.4 months, and the 1-year, 2-year, and 3-year survival rates
were 72%, 61%, and 50%, respectively. In conclusion, the recom-
mended dose Is the level 1 dose, and this regimen is feasible and
promising in patients with stage III NSCLC. (Cancer Sd 2004; 95:
691-695) »
<
S tage IO local.ly advanced non-small cell lung cancer
(NSCLC) accounts for about 25% of all lung cancer cases.”
Successful treatment of this disease rests on the control of both
clinically apparent intrathoracic disease and occult systemic mi-
crometastases, and therefore a combination of systemic chemo-
therapy and thoracic radiotherapy is indicated in many patients
with good performance status and no pleural effusion.? Concur-
. rent chemoradiotherapy is superior to the scquential approach,
as shown by recent phase III trials in unresectable stage II
NSCLC, in which the median survival time was 15.0 to 17.0
. months in the concurrent arm and 13.3 to 14.6 months in the
sequential arm, although acute esophagitis was more severe in
the concurrent arm.>-* Chemotherapy regimens combined with
simultaneous thoracic radiotherapy have consisted of cisplatin
plus etoposide and cisplatin plus vinca alkaloids,># and a com-
bination of cisplatin plus vindesine, with or without mitomycin,
has been widcly used in Japan.*-¥
Vinorelbine, a new semisynthetic vinca alkaloid with 2 sub-
stitution in the catharanthine ring, interacts with tubulin and mi-
crotubule-associated proteins in a manner different from the
older vinca alkaloids, and it more selectively depolymerizes mi-
crotubules in mitotic spindles.” Several randomized trials have
shown vinorelbine to be more active against advanced or meta-
static NSCLC than vindesine as a single agent or in combina-
tion with cisplatin.'®~'* Thus, incorporation of vinorelbine into
concurreat chemoradiotherapy instead of vindesine is an impor-
tant strategy for the treatment of locally advanced NSCLC, The

Sekine etal, -

objective of this study was to determine the maximum tolerated
dose (MTD) and recommended dose of vinorelbine for phase II
studies in combination with cisplatin, with or without mitomy-
cin, and thoracic radiotherapy for patients with unresectable

stage ITI NSCLC. We planned to start with the cisplatin and vi- -

norelbine combination and then'add mitomycin, -

Patients and Methods
Patient selection. The cligibility criteria were: hismlogicalljr or

cytologically prover NSCLC; unresectable stage IIIA or IIB

discase; no previous treatment; measurable disease; tumor’
within an estimated irradiation field no larger than half the
hemithorax; age between 20 years and 74 years; Eastern Coop-
erative Oncology Groip (ECOG) performance status 0 or 1%

adequate bone marrow function (12 0x10%liter 2white blood

cell [WBC] count 24.0x10%liter, neutrophil count 22.0x10%/
liter, hemoglobin >10.0 g/dl, and platelet count =100x10%/
liter), liver function (totdl bilirubin £1.5 mg/dl and transami-
nase <twice the upper limit of the normal value), and renal
function (serum creatinine <1.5 mg/dl and creatinine clearance
260 ml/min}; and a PaO; of 70 Torr or more. Patients were ex-
cluded if they had malignant pleural or.pericardial effusion, ac-
tive double cancer, a concomitant serious illness, such as

. uncontrolled angina pectoris, myocardial infarction in the pre~

vious 3 months, heart failure, uncontrolled diabetes mellitus,

. uncontrolled hypertension, interstitial pneumonia or lung fibro-

sis identified by a chest X-ray, chronic obstructive lung disease,
infection or other diseases contraindicating chemotherapy or ra-
diotherapy, pregnancy, or breast-feeding. All patients gave their
written informed consent.

Pretreatment evaluation. The prcm:alment assessment in-
cluded a complete blood cell count and differential count, rou-

_tine chemistry determinations, creatinine clearance, blood gas

analysis, electrocardiogram, lung function testing, chest X-rays,

chest computed tomographic (CT) scan, brain CT scan or mag-

netic resonance imaging, abdominal CT scan or ultrasonogra-,
Phy, and radionuclide bone scan.

Treatment schedule. The dose levels and doses of each anti-
cancer agent are shown in Table 1. Cisplatin and vinorelbine
were administered at dose levels 1 and 2. It was planned to give
cisplatin, vinorelbine, and mitomycin at dose levels 3-5, but -
because the MTD was determined to be dose level 2, dose Iev-
els 3-5 were not used, Cisplatin was adiministered on day 1 by
intravenous infusion over 60 min together with 2500 to 3000
ml of fluid for hydration. Vinorelbine diluted in 40 ml of nor-
mal saline was administered by bolus ‘intravenous injection on
days 1 and 8. All patients received prophylactic antiemetic ther-
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apy consisting of a SHT3-antagonist and a steroid. This chemo-
therapy regimen was repeated every 4 weeks for 4 cycles.
Thoracic radiotherapy with photon beams from a liniac or
microtron accelerator with energy between 6 and 10 MV at a
single dose of 2 Gy once daily given 15 times over 3 weeks
was begun on day 2 of the first cycle of cisplatin and vinorel-
bine chemotherapy, and followed by a short rest period of 4

days. The same radiotherapy was begun on day 1 of the sécond -

cycle of chemotherapy to a total dose of 60 Gy. The clinical tar-
get volume (CTV) was based on conventional chest X-ray and
CT scans, and included the primary lesion- (CTV1), involved
lymph nodes whose short diameter was 1 cm or larger (CTV2),
and the ipsilateral ‘pulmonary hilum and bilateral mediastinum
area (CTV3). Anterior and posterior parallel opposed fields en-
compassed the initial planned target volume (PTV), consisting
of CTV1-3 with the superior and inferior field margins ex-
tended to 1 to 2 cm and the lateral field margins extended to 0.5
cm for respiratery variation and fixation error. The boost PTV
included only CTV1--2 based on the second CT scans with the
same marging. The spinal cord dose was limited to 40 Gy by
using oblique parallel opposed fields.

ToxIclty assessment and treatment modification. Complete blood
cell counts and differential counts, routine chemistry determina-
tions, and a chest X-ray were performed once a week during the

. course of treatment. Acute toxicity was graded according to the
NCI Commbn Toxicity Criteria version 2.0 issued in 1998, and
late toxicity associated with thoracic radiotherapy was graded
according to the RTOG Late Radiation Morbidity Scoring
Schema.' Vinorelbine administration on day 8 was omitted if
any of the following toxicities was noted: WBC count
<3.0x10%/liter, neutrophil count <1.5x10%liter, platelet count
<100x 10%/liter, elevated hepatic transaminase level or total se-
rum bilirubin 2grade 2, fever 238°C, or performance status 22,
Subsequent cycles of chemotherapy were delayed if any of the
following toxicities was noted on day 1: WBC count
<3.0x10%/liter, nentrophil count <1.5x10%liter, platelet count
<100 10%/liter, serum creatinine level 21.6 mg/dl, elevated
hepatic transarninase level or total serum bilirubin >grade 2, fe-
ver >38°C, or performance status =2. The doses of cisplatin
and vinorelbine were reduced by 25% in all subsequent cycles
if any of the following toxicities was noted: WBC: count
<1.0x10%liter, platelet count <20x10%liter, or grade 3 or se-
verer non-hematological toxicity, except for nausea and vomit-
ing: The dose of cisplatin was reduced by 25% in ali
subsequent cycles if the serum creatinine level was elevated to
2.0 mg/dl or higher. Thoracic radiotherapy was suspended if
any of the following toxicities was noted: WBC count
<1.0x10%liter, platelet count <20x10°/liter, esophagitis
zgrade 3, fever 238°C, performance status 23, or PaQ, <70
*Torr. Thoracic radiotherapy was terminated if this toxicity per-

"sisted for more than 2 weeks. Granulocyte colony-stimulating
factor support was uscd if the neutrophil count was <0.5x10%/
liter for more than 4 days, the WBC count was <1.0x10%/liter,

- ar febrile neutropenia 2 grade 3 was noted.

Dose-limiting toxicity, MTD, and recommended dase for phase 1l
studies. The dose-limiting toxicity (DLT) was defined as a nen-

Table 1. Dose lavel and the dose of each anticancer agent

: Cisplatin Vinorelbine Mitomyci
Dose level (mg!mz) {mg/m?)’ : (mng)!\g;n
-1 80 15. —_

1 80 20 —_—

2 80 25 _

3 80 15 8
4 80 20 8
5 80 25 8

692

t.rbphil count <0.5x10% liter lasting 4 days or longer, febrile

. neutropenia 2grade 3, platelet count <20x10°%/liter, grade 3 or

more severeé non-hematological toxicity other than nausea and
vomiting, and patient’s refusal to receive subsequent treatment.
Doses were escalated according to the frequency of DLT evalu-
ated during the first and second cycles of chemotherapy and
thoracic radiation. Six patients were initially enrolled at each
dose level. If one or none of them experienced DLT, the next
cohort of patients was treated at the next higher dose level. If 2
of the 6 patients experienced DLT, then 6 additional patients
were enrolled at the same dose level to make a total of 12 pa-
tients. If 4 or fewer patients experienced DLT, the next cohort
of patients was treated at the next higher dose level. If 5 or
more of the 12 patients experienced DLT, that level was consid-
ered to be the MTD. If 3 of the.initial 6 patients experienced
DLT, that level was considered to be the MTD. The recom-
mended dose for phase o tnals was defined as the dose preced-
ing the MTD.

Response evaluation. Objective tumor response was evaluated
according to the WHO criteria issued in 1979.'9 A complete re-
sponse (CR) was defined as the disappearance of all known dis-
ease for at least 4 weeks with no new lesions appearing. A
partial response (PR) was defined as an at least 50% decrease
in total tumor size for at least 4 weeks without the appearance
of new lesions. No change (NC) was defined as the absence of
a partial or complete response with no progressive or new le-
sions observed for at least 4 weeks. Progressive discase was de-
fined as a 25% or greater increase in the size of any measurable
lesion or the appearance of new lesions.

Study design, data management, and statistical considerations.
This study was designed as a phase I study at two institutions,
the National Cancer Center Hospital and Kanagawa Cancer
Center. The protocol and consent form were approved by the
Institutional Review Board of each institution. Registration was
conducted at the Registration Center. Data management, peri-
odic monitoring, and the final analysis were performéd by the
Study Coordinator. A patient accrual period of 24 months and a
follow-up period of 18 months were planned. Overall survival
time and progression-free survival time were estimated by the
Kaplan-Meier method.'” Survival time was measured from the
date of registration to the date of death due to any cause. Pro-

.. gression-free survival time was measured from the date of reg-

istration to the date of disease progression or death. Patients -
who were lost to follow-up without event were censored at the
datc of their last known follow-up :

¢

Results

Registration and characteristics of the ﬁatients. From October
1999 to August 2000, 13 patients were registered at dose leve! -

-1 and 5 patients at dase Ievel 2. The detailed demographic char-

acteristics of the patients are listed in Table 2. All paticnts had
unresectable IMTA-N2 or [HB disease. One of the 6 patients en-
rolled at dose level 1 developed bacterial meningitis dunng the

second cycle of chemotherapy, and that case is described in de-

tail elsewhere.'® We did not include it in the asscssment of-
DLT, because the bacterial meningitis was not specifically re-
lated to treatment. We registered another patient at the same
dose level, and 2 cases of DLT were noted among the initial 6
patients evaluable for DLT. We added another 6 patients, and
DLT was noted in 4 of the 12 patients registered at the dose
level 1. Of the 5 patients registered at level 2, 3 patients devel-

oped DLT. This dose level was determined to be the MTD, and ~

patient accrual to this study was terminated.

Treatment delivery. Treatment delivery was gcncrally well
maintained, and it did not differ between the two dose levels
(Table 3)- Full dose (60 Gy) thoracic radiotherapy was com-
pleted in 77% and 100% of the patients at dosc levels 1 and 2,

Sekine et al:



Table 2. Patients’ characteristics

Median {range) N (%)

Number of patients 18
Gender male 16 (89)
’ - famale ) 2{(11)

Age median {range) 59 (48-69)
Ps 4(22)
1 14 (78)
Body weight loss <5% 12 (67)
5-9% . 422)
210% 2{11)
- T-factor 1 1(6)

2 € (33)
3 7 (39)
. 4 4(22)
N-factor 2z 11 (61)
3 739
Clinical stage A 9 (50)
ms 9 (50)
Histology adenocarcinoma 14 (78)

squamous cell carcinoma
adenosquamous carcinoma

3(17)
1(6)

Table 3. Treatment delivery

Dose level 1 (N=13)

Dose level 2 (N=5)

N (%) N (%)

Initial irradiation field (cm32)’ .

median (range) 171 (128-529) 182 (128-248)
Total dose of radiotherapy (Gy) o s

60 10 (77) _ 5 {100)

50-59 1 (8) 4]

<50 2(15) 0
Delay of radiotherapy {days)? .

<5 ' 6 (60} 3 (60)

52 . - 4 (40} 2 {40}
Number of chemotherapy cycles o

4 ) 10 (7D 4 {(80)

3 0 : 120}

2 2 (15) : 0

1 1(8) 0
Omission of vinorelbine

administration on day 8§ ’ : :

o 9 (69) . ) 2 (40

1 4 (31) 2 {40}

3. Q . 120}

respectively. Delays in radiotherapy evaluated in patients who
-completed the full course of radiotherapy amounted to less than
- 3 days in 60% of the patients at both levels. Full cycles (4 cy-
cles) of chemotherapy were administered to 77% and 80% of
-the patients at dose levels 1 and 2, respectively, but vinorelbine
administration on day 8 was more frequently omitted at dose
level 2 (Table 3). :

Toxicity, MTD, and the recommended dose for phase Ul trials.
Acute severe toxicity was mainly hematological (Table 4).
Grade 3-4 leukopenia and neutropenia were noted in 77% and
100% of the patients at dose levels 1 and 2, respectively. Grade
3 anemia was observed in 23% and 20% of the patients at dose
Jevels 1 and 2, respectively, but no blood transfusions were re-
quired. Thrombocytopenia was mild. Grade 4 transaminase ele-
vation was observed in 1 patient during the first cycle of
chemotherapy, but no subjective manifestations agsociated with

/

- Sekire at af,

1) Evaluated in patients who received 60 Gy radiotherapy (N=15).

liver dysfunction were noted. Chemotheripy was discontinied
and the transaminases quickly decreased to. within their normal
ranges. Transient asymptomatic grade 3 hyponatremia was
noted in 1 patient. Grade 3—4 infection was noted in 7 patients.
Bacterial meningitis unassociated with neutropenia developed
on day 6 of the second cycle of chemotherapy in 1 patient.'®
The other grade 3-4 infections were all associated with neutro-
petiia. Esophagitis was mild in this study, and no grade 34
esophagitis was noted. No deaths occurred during or within 30
days of therapy. :

DLYT was noted in 4 of the 12 (33%) evaluable patients at
dose level 1, and in 3 of the 5 (60%) at dose level 2. Six of
these 7 DLTs were grade 3—4 infection associated with neutro-
penia, and ‘the other 1 was grade 4 transaminase elevation.
Thus, we determined that dose level 2 was the MTD, and dose
level 1 was recommended as the dose for phase II trials.
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Tahle 4. Acute toxicity

Dose level 1 (N=13), Grade

Dose level 2 (N=5), Grade

Toxiity T2 3 4 340 1 2z 3 & 34(%
Hematolagical ' :
Leukopenia a 2 9 1 - 0 ) 4 1 (100)
Neutropenia 1 1 7 3 7n 1] ¢ 1 4 {100)
Anemia 4 N 3 0 (23) 2 2 1 0 0
Thrembocytopenia 1 2 0 0 Q) 1 ¢ 0 0 (0}
Non-hematological .
AST 2 0 0 1 8) 1 o - 0 0 )
ALT 7 0 0 1 (8) 0 1 0 0 (4]
Total bilirubin 2 1 0 0 (0) 2 0 o a - {0)
Creatinine 2 2 0 o {0 1 0 0 1] (0)
Hyponatremia 6 4} 1 0. (8) 1 0 0 i} (0)
Infection 1 3 2 2 {31} 0 0 3 0 (60)
Nausea - 4 L 0 0 (] 3 0 0 1] (0)
Diarrhea 0 1 0 0 Q) 0 .0 0 0 [(1)]
Stomatitis 2 0 0 o (0) 0 2 1] 4] (V]
Esophagitis 6 1 -0 1] Q) 4. 0 0 4 (1))
Sensory neuropathy i 0 0 0 {0} 0 0 ' 0 0 (0)

=
=
2
c
=
(2]
[
(=}
i
g
g
o

0.2

0

0 12 24 36 . 48 €0
‘ ‘ Months
Fig. 1. Overall survival in 18 patients. The median (range)} follow-up

period of censored cases has been 35.4 (32.0-43.4) months, and the
. median overall survival time has not yet been reached.

Late lung toxicity associated with thoracic radiotherapy was
grade 3 m 1 (6%) patlcnt. grade 2 in 4 (22%) pat:lents and
- grade 1 in 8 (44%) patients. No latc esophageal toxicity was
noted. -
Objactive responses, relapse pattern, and survival. All patients
"were included in the analyses of tumor respense and suryival.
No CR, 15 PRs, and 1 NC were noted, and the overall response
rate (95% confidence interval) was 83% (59-96%). Relapse
was noted in 12 (67%) of 18 patients. Initial relapse sites were
locoregional alone in 5 (28%) patient’, locoregional and distant
in 3 (17%) patients, and distant alone in 4 (22%) patients. Brain
metastasis was detected in 5 paticnts, and the brain was the
most frequent site of distant metastasis. The median progres-
sion-free survival time was 15.6 months, and the median over-
all survival time was 30.4 months. The 1-year, 2-year, and 3-
_year survival rates were 72%, 61%, and 50%, mspect.wely (Fig.
1).

Discussion

The combination of cisplatin, vindesine, and mitomycin with

694

concurrent thoracic radiotherapy has been shown to yield an en-
couraging survival cutcome, a median survival time of 17-19
months, and a 5-year survival rate of 16% in patients with unre-
sectable stage I NSCLC.5%® A Japanese randomized trial re-
vealed that replacement of vindesine by vinorelbine in
combination with cisplatin and mitomycin yielded a promising
response rate (37% versus 38%, P=0.025) and median survival
time (15 months versus 11 months, P<(0.01) in patients with
stage 1B or TV NSCL.C.'® Thus, the combination of cisplatin,
vinorelbine, and mitomycin is a chemotherapy regimen with
potential for combination with concurrent thoracic radiother-.
apy. The present study, however, showed that a DLT developed
in 60% of patients who received cisplatin and vinorelbine 25
mg/m? days 1 and 8 (level 2), and since the DETs were associ-
ated with myelosuppression, which is the major critical tox1c1ty_
of mitomycin, we concluded that it would be impossible to. in-
corporate mitomycin into this regimen.

The recommended doses of vinorelbine of 20 mg/m? on days
1 and 8 and cisplatin of 80 mg/m? on day 1 repeated every 4
weeks in this study are comparable to the doses used in the -
CALGB (vinorelbine 15 mg/m? on days I and 8 and cisplatin
80 mg/m? on-day. 1 repeated every.3 weeks),"- > and the Czech
Lung Cancer Gooperative Group (vinorelbine 12.5 mg/m? on
days 1, 8, and 15 and cisplatin 80 mg/m? on day 1, repeated ev-
ery 4 wccks),“’ but lower than in a Mexican study (vinorelbine
at 25 mg/m?* on days 1 and § and cisplatin 100 mg/m? on day
1, repeated every 3 weeks).® These recommended doses are
also lower than expected ‘when compared with the recom-
mended vinorelbine dose combined with cisplatin for metastatic
NSCLC (vinoretbine 30 mg/m? on days 1 and 8 and cisplatin
80 mg/m? on day 1, repeated every 3 weeks),™ and when com-
pared with the results of vindesine, cisplatin, and mitomycin
combined with thoracic radiotherapy, where, the full doses can
be administered concurrently.® Thus, vinorelbine ‘can be safely
administered with cisplatin and concurrent thoracic radiother-
apy at a maximum dosc of two-thirds the opmnal dosge without
radiotherapy.

The results for response and survival in this study, however,
were very encouraging. This may have been attributable to pa-
tient selection bias, but the percentage of patients who had
stage ITIB disease in this study was similar to the percentage in .
the CALGB randomized phase I study.? In addition, 33% of
the patients in this study had 25% body weight loss, whereas
only 7% of the patients did in that study.” The median survival
time was 30.4 months and exceeded the results of concurrent

Sekina et al.



chemoradxothcrapy with old drug combinations that ylcldcd a
median survival time of 15~19 months>-# Thus, it could be ar-
gued that the combination of cisplatin and vinorelbine is more
active for locally advanced NSCLC than the older drug combi-
nations, although there have not been any randomized trials
comparing this regimen with old drug combinations in combi-
nation with thoracic radiotherapy in patients with stage III
NSCLC. Our results also seem better than those of other trials
using concurrent cisplatin, vinorelbine, and thoracic radiother-
apy, in which the ‘median survival time was 13 to 18

months. 2 Those trials used induction chemotherapy fol-

lowed by chemoradiotherapy. Since the response rate to induc-
tion chemotherapy is no more than 40%,

‘evaluated in an on-going CALGR phase ITI trial.
Severe esopliagitis and pneumonitis have been DLTs in many
trials of concurrent chemoradiotherapy, but neither was ob-
served in this study. Nevertheless, since the occurrence of these
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chemotherapy may be disadvantageous. This issue is being-

non-hematological toxicities associated with thoracic radiother-
apy is sporadic, the sample size in this study may have been too
small to detect them. Thus, careful observation for these toxici-
ties is needed in further phase II and phase III trials to defi-
nitely establish the safety profile of this regimen.

In conclusion, cisplatin and vinorelbine chcmotherapy com-
bined with concurrent full-dose thoracic radiotherapy is feasi-
ble, and the recommended dose of vinorelbine for phase II
trials is 20 mg/m? on days 1 and 8 repeated every 4 weeks.
This regimen was lnghly active in patients with stage III
NSCLC.
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LB EEXbNL, BERERRATIRAT
FRTFERE Y 7~ TRENTHOL1OTH S
PSR T, 19954 & b B SIRAS AT
AEEMANEB IR TYS, FVTHERROD
S8 ZoBoSITHARRTREIRGR
66GYE2 4T o T\ b,

S F-45 a3 C 1 Massachusetts General Hospital
2 BWT 1970 & DRI AT A BT
A A S L7z, Loma Linda A% T 1991

SRl g R x " RS
T T T st . . PRI

A R B

R B o R TSR
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£ 5 ) BIETR RS ACH LTRHBFE S —
A PR EHCLERRETo TS, XREH
45Gy LB TIR 7 — A MRS OGYE LTV S EE
HFH89%, SEELENEREFETIRE BIT
LRETHRELTwER, HRIZBWTH, #i
BAFETFHEFARE Y ¥ 2BV T19854
X DRIV AT B T REEMT bR,
E A At v 7 —FRREE T2 200142 & ) fsbrak
BRI FRIGHERE I L AR AT A OB
B E T 5, ZHiREREERRAR L LT,
7 A1) 7T Proton Radiation Oncology Group
(PROG) 7%, BRIBIZIRASA (TI1b-T2b, PSA <
15) 23 L 70.2GyE & 79.2GyE D5 AR 8EAER
¥fToTHY, FHTDH TIL-T3IbNOMO & HF
ETAHEMERHEE THRBRIHE ST
h, SHOREIHEIRTVE,

3. FHEPSARS

FISEER AT AR5 5 MBI RATIC I3 WL %
Wpg BB Y B L — FREICX 2XA
BAEINRR RSP ERER P RIC L 5
—BE R, BRBRIRIEICL 2 ERER
MEBRREYHD (F4), AATAEI/E
FHEBEIBRBEOMIZBRIADOSF, FiZLow
Risk BECLRT L Y ERKRCRIEKIDHSIRTE
720 B CIS144E I 2Ra % V- HED D B
290, 1980 MR L D BEERABERT A Fitk
A7 7R —FIlL W RBELEETITNF A AL
SRTHERYTAMEEL 2ol 7AY HTIHE
HEmO—B & LT 19984F 1213 23,00043:47
HifF s h, ERIOBINC X b ER/ 50,0004
DERHIBEENRTND, |IIIWILOPYT
OFAFRATE MRRERBEHSR B L UHR
BEDBRIC XL AEHEEERLT T,

HATR, EEFEdosEn s [BHRARGE
MEHREEAKARICIEA SR BEORBIC
2WT] ¥R 1543 A 3 AEERS 0313001 5
BB LU TREIORAMICIFA S -2 8EH
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RS EESER (T F1259—F, &£1987
V4 Y) OBEwizoWT) FR154ET7B 15
HEKHEHE 0715002 5T M Eh, P — Fif
BRI BB S hi-Z L ick B RABAES
NGBS RIS RO BREN—2 L LTH
EtaAIEHTFHEENSL, BAREBEEE
& - BRBRENES - BEREZBREST
i [ — FRIBI X BRI BUR AR AT R/MR

 ERBRORLEEETIN P4 Y] BE

L, Zettori s shaEodomtt
BRELTWS, B — i, SLEEFREIC

L OBELEHIRALE 1328 5keV E L,

ERHIE594HTH Y AE~OEEHBA~OK
W E{IZ D EHTRETH D,

American Brachytherapy Society (ABS) id 1999
KRR LW A AR AT J /R IE ISR

T LB SO TY, BMBEROSER

DTI-T2a T, @GCleason sum 2-68>2, @DPSAK
10ng/ml &\ ) BREEZRLTWD, T,
SRR A BINERE LT ) < &EF & L
T, OT2b, T2c ¥ 7243, @Gleason sum 8-10 F
7otk, @PSA > 20ng/ml &) BIREHELRL

L Twh, RRRENCERTHERSRTH LS

&, TETHETH - ERS X U'MRI L3

 EREMOEATIAEN Oboost 2 LTO

BILBA ARAE I/ NRIFHROBREEOH T
Wby E b, BIMLERAIRAT 60cc LA EDERT
RV E VB 2RO HICEE SR
BZRETHD, MERMBRNEEL LTHE, B
FHSERBOEFSPTURPILE A RE S, £
RO XKEBO S HER, HRICETAE
BROBVWERNB L UERESEMN L BT T
2o TABEOVAZORVERL LT, K
EhphiE, BRBERBEHE, AUA Score DEVE
P, BRNFERORESSVESS X CEEE
FRERNSERSITVWE, £/, TURPOE
£, FiiRAREd 60ce PLEDRER, K& L,
BV R OES THARIC T4 2 BAHT

RETHD LTS, 1995812 American
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|4 FURAABRAER/ MRFGHEN O PSA

. PSA Qutcome by Pretreatment PSA
. No. Treatment T Stage Definition Follow-up o & 40 10~20 20~
Beyer (1997)%% 489 1125 T2 240 Syr 93% 2% 42% 8%
Blasko (2000)” 30 Pd-103 T2 2rises 9yr %0 % 87% B80% " 67%
Critz (1998)** 689  [-125+EBRT Ti-2 =05 Syr 9%  93%  M% 69%
Dattoli (2003)* 102 Pd-103+EBRT T2a-T3 1.0 4yr B2% 85% 15%
Grado (1998)™ 490  1-125/Pd-103:EBRT Ti1-3 2 rises Syr 88 % 2% 57%
Gﬁmm(‘wo})"’ 125 1125 T1-2b 2 rises 1¢yr 97 % 8% B86% 55%
Ragde (2000)™ 147 1-125/Pd-103 -~ 3 rises 12yt 66%
82 1-125/ Pd-103+EBRT - 3 rises 12yr : 9%
Stock (1997)® 258  [-125/Pd-103 Tl-2 2 rises 4yr - 5% 4% %
Sharkey (2000)™ 65 Pd-103 ' : 215 4 yr 0% 5% 57% —_
Zelefsky (2000°® 248 1125 Tle-2b 3rises Syr 96% 84% 2%

Association of Physics and Medicine (AAPM) &
Task Group No. 43 (TG-43) {2 X W #ESE 7V
T XADEEFEEENTEY Y, P[I—F
WX BRI A AT /NIRRT 5
ABSIZ X ZLHREDOF A ¥4 b Hdph
T160Gy & D 144Gy ~EH 1 dz, 40-50Gy D
PEREE AT A 110~ 120Gy & H 100
~ 100Gy ~EBEEN TV B, HABKDHE S
DEBIBE SR TV L PRBE LTS »
T <, HAZGBMEO CTERIHMES R
TWh, RIRTEMEE LT ORHRE,
DRI IRERE T 100% & DR EL T 5 Din, @R
TR % 90%EUHE TH 5 Do, ONLEH
E X B SRS RER O I Ve M EIE X
HTwnwa,
ERERESORIIC L 2 EREREARAR
i, A TRAAFAER MEEPERT
Ehdolzls, BIMEBMPAIGHENTE,
WEDOBREDS BIREK OB RS
B - =Y E R AR LR Th D, B
EAEPNBELOGEHTH S,

4. WIS EIHOPSATR

RIGRRT LR AT 25-35% I BREEL B
L&, BEEREFICIIRERER, &
EBEAICRASBRENREITEIR TS, B
BROUVEL2E LT, fikOZEBRERICBR

BRAERLZALI TRV DOPSAD LR
FEBOLPSAERNED B, TS5 IREBHRILIR
SRHWRO PSATRITHT 2 B R H AL
~T. PSAMEMBMAEWITY, BEHICERRN
BREMELIZEIEHEATE Y, BFE
ErEREEIETFHTEFLE LT, #i%

PSA HREITOMMAT2ENN, PSAMTINEER

#%6 & AFHS, Gleason score 288 L LD D40
B el slTE T HENHL M, B
BRI RS ROPSATRICN T A 1588
BEE WY S R TWARVA, 19974 ASTRO
{American Society for Therapeutic Radiology and
Oncology) Consensus Panel {2 3 TR BYRI IR
FIMBEPSA LFHCKHT 3 BUBASE DR A5
Zh b, 1999 £ Consensus Panel Statement
& LT &7z, Massachusetts General
Hospital (Zietman) + Washington University
(Hudson) + Maye Clinic (Schild ) - Wayne State
University (Forman) @ 7 — ¥ O X O &R
64Gy Ll BTt oM (1 m#E 1.8~ 2.0Gy)
MWHEIRE iz, BEDOF A IV ILDonTIE,
Parker b D541 & ) BHO BB ERO AN
FREhooh b,

BHUIC

RISLBRATA DRFHRGR OFRE L, SHRS
R AABAERNREER B L CRTRIGH %

4
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&5 RGHBT IR SRR PSA failure o3 T 5 H B G0

Author No.  Median pre- Gleason score Seminal Vesiclet Dose Follow-up Biochemical
RTPSA 8-10 orLN+ Median  Median Control

Leventis'® 49 2.1 .7% 27% 66Gy 29 mos 24%/5-yr

Catton*? 43 15% 35% 60Gy 43 mos 20%/5-yr

Pisansky*? 166 0.9 16% 31% 64Gy 52 mos 46%%/ 5-yr

Anscher® 89 14 26% 34% 66Gy 48 mos 50%/ 4-yr

Nudelf” 69 0.1-29.3 2% - 10% 66-74Gy 37 mos 47%/4-yr

Cadeddu®™ 82 2.8(mean) 15% 15% 64Gy 83years  10%/S5-yr

(mean)  (mean)

Garg™ 7% 12 15% 8% 66y 25 mos 57178

Do*? 60 17% 37% 648Gy 36mos 30/60
(mean)

Mormis® 48 1.7 34% 25% 60-64Gy 32 mos 47%/3-yx
(mean)

Crane® 41 27 35% 29% 680Gy  S5mos  |%At

ESRIThI-h, FOR#EZEFIICOVwWTRS
BROVMREL 2> T2, §HRSHLID-CRT
RIMRTDIGAIIC L D, AAFATGE/NRIERE
BB LR FRIGRIB T OWEE S L UdyE
BRI LY, EEMROMEERICIA2HE
BR OB LSRR ORI X 2 EBEshE0m
LEZEBELTwS, ROBRIIS 2o TH,
BRI {6 9T PSA, Gleason Score 33 X UFHi
VIROBFRARE, SHHEORRL L OBREN
LEHNPLETCH D,
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BSHEROB R 1895 F0L Y M UITE
BXBORBIIET S E SND, ZOBROKS
M WEFOMBORE L IBHHAN - &
BORBCLY, BEHEFEROIFREODE
DL LTIEKIHAIRATVE, FORBELT
i, O - BRORE, QWBEISEEALOH
BRAbvy, OQ&HELHETLHEBALHESEL

EHBBEOFIRELE W, OIEAVHITOH
Twad, Lil, ThooK#izs st B
HERomMELHFERICOBEREH > TIE,
BRICBWIZOERAGLTRETIEEZLN
5.

FRTI, BEHGROIMNESL LT=
SR AT 59 (Three-dimensional conformal
radiotherapy, ELF 3D-CRT & #:¥) 220w T
BB, EhIC, ZOAL LTORERE,
BRPASIER T 2 BR AR T B 1T D HEHE

BROERZ BT 5.

ERTTIEIRAEETE

3D-CRT & i, HAHRESEOER T 5 BN
% CT % MRI, PET 7z X' DI NTE L 55
EEICGTAF 7/ OV —0#EENT X, ER
LizisEhELvwL L), FOICRAEBRRIE

PMEFISE - 20044 - 45 (27) 543




ERFICEHINS, EROTRITHESREHT
BEFHEBOFERCW 212, BEHRGHEC
Lo THREBEOSZ ol RIES - SHEME
ECRREHLEDERT, ITEOREIEK
H3h, HREOBRFCIOICANETLTY
o,
3D-CRT & 43, AHGIIZLu “HWliET
#fR S NRED CTERICETWT, EHES
F—¥ v MEBE ) R 7 BEER (organs at
risk volume) DEMENEBRLIETL. Fh
bR W{EALE L7864 O =R TR R Vi
AT, WYL= RTHMEREE LT E ERRK
EHRIEHRETE LT )" LEHRLTWA, ko
BUERD B L BREGIKORE%:
LThby—4y PADHESHERET D"
DEHL, “I—ry P LHEEEFREOHN
TRELTHL, B EN-=ZXTEELFIH
TAHILINE T, BAHFRPEFMELTE
T5”7 L), BRETEIIARERELE LiFl.
EHI, MEEHKAHRERE (Intensity-
Modulated Radiotherapy :IMRT) Tit “¥—4"v
F OPEROFER 7 IRAHRIE & BIERLE ) R 7
FOFEM L AR % 238 (prescribe) L7:%%
o, EEETEERIC & o TRE2 RN B
i?%"’tt&b ZI LWiiESA OER
, TN ORI L Y TREE 2 o0
é%.

bo b bEETHLY—4 vy FOREIIBW
T, BFEE L BT 5 SRR ER B
LRMOERERMET 2.0, HRHLH
EOE—MTbhT&7. BHEERSh TV
ICRU Report 622 = X 2 REBTRT|1ICRTH
EAMAENTVE, BRI b ¥ —
7y P OBREIZB VT, ICRU Report 62 2
EVRFEERRELTH N (B), ToEHE
GIVLS CTVLITV<S PTVDJEIZKE & b,
MR ETHEBREOMER - LB, BER
el B sBeErhBliot. 2k
2, PR & RN B AR 2,
R RE T (ot 5 A BT ERSHC B W T
i, CTVIGIVICRY 2 {ETd{z ks,
Y= PORBUIUBVWTEELRREEZETO

EEZH THY, CTRMRI, PETIZE 3

(DGTV : KIEERESE 5
(2)CTV : BERENERE
(3)ITV ;. WA

CTV+ internal margin

(4)PTV © BI T EREHRY
ITV +set up margin
(S)TV : kg
(6Y1v : ESHER

ICRU Report 62 [CE I BSHEAEICHD DB S—
¥y bORE

|1 ﬁﬂﬁﬁﬁkbﬂbé?—fuh@%ﬁ

IM:internal margin : W‘Uiﬁﬁl’?’ﬁ@@ﬁ 1 l-.JZ ‘b!ﬂﬂ&' Eﬁﬁﬁ%ﬁ@f?!ﬁl\. D B margin

SM:set up margin : HEDERICEY 3BRTHRECH P H D margin
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%3 Molecular Imaging %* Functional Imaging @
SRATEFOERR « BFEECEREROREE
FER L EEETEOTEEIEREN TV S,
BESTEORRICB VT, fERIXIGHETE
2fTo TRESAHZEHE L (forward planning),
F ORI &L D REBRETE L RIRL T,
VEE, BMEBERE LS & ICIBIETE T BEiL
¥ 5 inversed planning 2°EI] LT 5, WGHET
WO, RESAEDACERREL X
k5 A (Dose-Volume Histogram:DVH) A%#
RAsh, ¥—¥v FRRBORER) A 7 ki
DEFHPORIREFERINTWE, TCP
(tumor control probability) %° NTCP (normal tis-
sue complication probability) DEIHEIEETH
5.
3D-CRTHX, ¥ —%"» OB OLEHP LT
e LEERIGOBEL 6 L) 24, £
ORI X Y BHEROE EMERD B4
BizBWTE, REHERE LFELEL L
E % o7z, 3D-CRTICIRAARTHBERLRE
BB42, g IESY, non-coplanar EE %
FIZXTEE, bArETHRSAEEEHR
5, 7AY I THESRL Cyberknife 2 b H
Fha, HREL ICEIIFERS LR, BT
BWEVLHFRE-ATHWETRIT2WLE
KITF DS OEEEESRGTC, YOBEHM
o RTH BRI Y -5y PRKIC—E
LTwabREHE" LERESN TV A, CT-simu-
lator, WEEETERE, BFHHERZERTL
BOINLF)—73 A —F— (Multi-leaf
Collimator: MLC) Z##| LA BMmEEL 2 v b
T—rOlgEICLY, FERBREHITEE 2D,
£ ORMRICE R LTS, non-coplanar B3
EPMZRITBHIE, F# L EEL AL
s 2 2ATBHTET, FHilt-TER
RIRBRAE D F LX) CHET AREL P
RESE T, VA7 RSERO BRI ORR
IHRTHD.

SERT BT B AT (stereotactic irradiation: STI)
i, MREIC LEFA»LBEHR R LR S
E2HETHY, BEOHMEEERCEELAE
BEEASORELXENEL €22, WEI
ERETEPEEIBRTH L. BABEHE
gL, e r47icFESnD 1 ETRAT
% BN FHTAIIEST (stereotactic radiosurgery: SRS)
&, AL TR 5 eI ATAEIER (stereo-
tactic radiotherapy:SRT) lC K EN D, EIH
ThHEVIESHELTIE, OBEDHIVIEE
RcEESAEERRBWTRATLEERE
HBERERDLVATATLLI L, QKR
Fif T LUBERERBEERATRAVWEFERTH S
b, OFETEROBRPLMEN T ~2mm
PATHAZ L, @QRHP %3 L TLICEENS
Exfgozd, ZEMELLNTWE, RIS
DARE B ERATRIERUC M LT, ORETE
BoRE G LEENE ImmLATH ST &,
@y b7y TORENESL, FEAEE
NENIICE Smm 2S5, HRAMIZE 10mm
PROBI R AT A B, AEIE SR
BHEEEPLRFIL TS,

Hr=wd4 7132010 Co* X B D y #D*
FORMERT L LI EEI ST E, B
B O Leksell stereotactic frame ¥ Fjv», 2R
B Y 0.1 mm & T AEME ORSHRBERT
b3, SRS~ ARG R A O HARIE SR
(Linac) #HWA I EiZXhERL, Lh¥H—
BRETHORELRIFHITEEE 2o .
Lars Leksell & @ iE#ARREOVN ST RASHIB L
TRHEMEILY, BRE 1RSI 2
29 L) EASRS OBSIF Lo TV,
Lo THDEBEHEFEITIOICS, HRHER
3em AT & SRBEEIE .

SRT 2 EHEEHC & O G RELE (ER AR
OREHEMEFOBIEMRE) ¥HEIs LIl
A0 LY (linear quadratic) €7 V%
FELTWD, 1TRER BRI E EDOEH
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A4V a—VAEEC L DB RETRC
LS, WEREASRS X W AWREMYH Y, &F
EIhTRIBEEROLZDIZAERTWES,
TSR RST OEFERE, BETHECS
WTFEHNEERSELELONTWE, FERIEE
Flickinger 5 ¥ OEIERZFEICE+ 25T L b,
FOBEHBESREEIICL 2T EAHEEnE
b, BB CRMEE ORERRIZED 1
AHEOEBRIMRINTHE, BEBOBRER
i3, SRESEFEMIC SRR R 08
Bt Y, TOBROSBFMELZLUHICHT 2
BEFSEETTbRTRE, .
P T D A i e P TP

BRSO =Rt G EEHE

AR BEREEE Tid Astrocytoma 2 M BT IE A*
b o b%{, DT Medulloblastoma Fi3 /I,
L AER Germ Cell Tumor 2855 < . /NEDRIE
BBV TE, PR EREOHRIC L%
FRERO—RE LTHRAHRGESIEH SRS
», ERERSENCOERIFTEELZREATH
5. THREREEE L MRS ORE~DOEE
TERT L0, BEAEEBEERORE
LB ELRAFEERTVE,

Children's Oncology Group (COG) @ Low-

2 Intergroup Rhabdomyosarcoma Stody Group (DEEPRELERIC 3 (1 2 AT PIRED S AR Guidelines

546 (30 ANBEBEE - F£67R - 45




Grade Glioma (234 2 BEERRAERIZB VL Tie -7,
3D-CRT AU S NMEFH OB L 5828
HESHEAR G OBERPER oA TWS, /IAED
Glioma OE#IIBWTIE, RE~NOEETER
LT ER OB BT A EmIcH o 12
%%, 3D-CRT 2k 2 EFHEB~OEEOERIC
& o T, BEHGIEHEO L b BN IS H R
SNTHEY, SEROBEREBRERIER SRS,
Medulloblastoma D HEZHBEIC BV TH,
Craniospinal Irradiation (CSI) 2SIEMEEHTH
Y, high risk B T 36 ~ 40 Gy, average risk 5%
T18~24 Gy BED CSI &, 54 Gy Rifh DL
EE~OBFIAASETHITIATVS,
Children's Cancer Group (CCG) THifT &3 hi:
CCG9892 Tk, {LAEMEOHMICL Y CSIDHR
B LR A ERARRSHT S0, FORRNF
HE SNV, ZDHO CCGY961 T average
ﬁﬁﬁ?u,miﬁ&ﬁmv%mhmcmtﬂ

~ 55.8 Gy DHREFEH ORI TSN & .

542 COG Ti, average risk BET CSIDBED
B3 & & i, 3ID-CRT 2 IGH LCERBE~D
EMBHOREZ, REHERI DERKRL+
margin ~EE T 2 BRARFRES R TS
AR R RS P ICE R S D < E BTG
RATFL LT, BFRAHOCERMBEMRIZS
% B8 delCharco b I X DR TV,
S 4GB AHIHEASIRS AR 45 B BUA T 89%
TholeDITHL, 45SHEBLSE 8% ET
L (p=001), 5FMBRBETFHRPIEITRN 45
AUNT76%TH 7D L, 45HZBRD
FHB3BEBETLTW (p=10004). BEHBE
FEO P OBEFEDR~OFEF, International
Society of Paediatric Oncology (SIOP) & United
Kingdom Children's Cancer Study Group (UKCC-
SG) DERRETHEMENTEY 9, 45k
ﬂeﬁtﬁ%fﬁﬁ'i‘% Iyﬁk‘l‘ﬁ}_”ﬁa*{’s"’\% &%X_ Z>

HWE&E%@“WnHmﬁﬁ%
EHE

BEGAEOBINL, 197048R & h E£2HH
FORBHICEDONTBY, BERBOKER
X hBEREOYEYED LN TELFHOD
—oTHh5, T2, Intergroup Rhabdomyosar-
coma Study Group 2 & D FIH S TE - E%
BEROBBERT -9, BERGR, 1bE
FIEOWHEROTILL & b IRBEOBRA

Hsht, —F T, IRS-VTid Group MiZHB

W, 504Gy DEETEEI L 594Gy DF T
SRSt (11 Gy % 1 H2 FRA) HSHBRE &
77, Donaldson & D FETIE Y, failure-free
survival {FFS) 3 X UFoverall survival {(0S) &

#3 IRS-VHIHRLTR Guidelines [C J:ZaiEﬁiﬁﬁCDm
] ﬁﬁﬂc‘: DVH ILJ:ZJEIFM

CORBRELEHRELMALEBESOEEFROMET S
LrERShTway. AREERERHMOEFREREZ &5
EvzerFEsh, HAE, FRedk, TR, 28, F,
DR2SFEAOBHOBEUE SIS Gy BEERCRREHRET
BIEFEELVWEELISHD

AR - 20044 48 (31) | 547




