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Table 8 Comparison of treatment effects by preparation

Treatment drug  Ineffective  Effective I donot Significance
group™ © group™ °©  know®

NSAIDs 69 17 5 <0.01

N =091 (75.8 %) (187 %) (5.5 %)

Tranquilizers 33 2 3

N =38

Antidepressants 31 6 3

N =40

Opioids 7 3 0

N=10

# Ineffective group (not effective or slightly effective)
® Effective group (very effective or moderately effective)
¢ Multiple choices

responders considered them to be ineffective than effective.
Furthermore, the treatment with NSAIDs was significantly
insufficient (p < 0.01).

Discussion

Postoperative chronic pain after mastectomy, PMPS, has
been underestimated because physicians have considered
that breast cancer surgery is superficial and minimally
invasive, and therefore postoperative pain will resolve with
time course. According to the present survey conducted in
Japan, the incidence of chronic pain after breast cancer
surgery was as high as 21-65 % (2-9 years after the sur-
gery), and the pain remained for a long time. In spite of
this, many patients are reported to have never been treated
for the pain, and had given-up the idea of treating the pain,
believing that their pain could not be alleviated. The report
revealed that there are many patients suffering from pain
who are left untreated {4, 5, 8, 17]. The current status may
have been caused partly because the majority of breast
cancer patients are women, because surgeons have little
interest in pain, or because the treatment information is
insufficient [5, 17, 21, 26]. As the WHO has proposed early
stage palliative care for these patients, the status should be
improved as soon as possible also in Japan because such
chronic pain may have a big impact on the postoperative
QOL of the patients. Furthermore, there are tendencies for
both increase in incidence rate and improvement in the
survival rate with regard to breast cancer in Japan.

In Japan, many of the physicians involved in breast
cancer treatment belong to the Japanese Breast Cancer
Society, and the society has established a system to certify
specialists. Physicians who take care of postoperative
breast cancer patients are among these specialists. There-
fore, we made a request to the Japanese Breast Cancer

Society specialists to survey recognition of PMPS and the
present status of treatments.

Survey results on the recognition of physicians regard-
ing PMPS have not yet been reported globally. Also,
probably due to the limited number of studies, there have
been no Cochrane Reviews regarding PMPS.

The response rate of the questionnaire was 34.7 %. This
result could not be compared with other results, because no
similar survey on recognition by physicians about chronic
pain after cancer surgery had been conducted. In Japan,
many of the physicians engaged in breast cancer treatment
are surgeons, who perform not only surgery but also
postoperative chemotherapy and hormone therapy in most
cases. There were strong opinions concerning prolonged
pain associated with surgery, such as: “I want to do
something for my patients” (41.3 %); “I want to know how
pain can be treated” (50.2 %); “pain needs to be treated”
(28.3 %). On the other hand, there were also many mod-
erate opinions, such as: “Pain will resolve with time
course” (48.9 %); “there is no need for treatment”
(29.1 %); “nothing can be done” (14.8 %). These opinions
may be among the reasons treatments for postoperative
chronic pain have not been actively performed in Japan
despite the fact that many physicians were aware of the
existence of prolonged postoperative pain.

The disease state of PMPS was known to as many as
70.5 % of the physicians. However, considering that most
patients afflicted with breast cancer undergo surgery, this
number may be low for physicians attending to the treat-
ment of breast cancer. The most frequent incidence rate of
PMPS considered by the physicians was 20 %, and the
second was 40 %, showing lower incidence rates in Europe
and the US (30-70 %) [8-11]. Although limited, some
physicians responded that the incidence rate of PMPS was
either 0 % or 80-100 %, revealing that some physicians
believe that chronic pain does not occur, while others
believe the great majority of the patients suffer from pain
after surgery.

It seems to be well known that the duration of PMPS is
long. Most physicians were attending 1-5 PMPS patients,
the second most attending 610 patients, and the third most
attending 11-20 patients. Estimating that 20-40 % of the
patients who had undergone surgery were attended by
physicians, we have an impression that the reported num-
bers were relatively small. Approximately 20-30 % of the
physicians responded that they did not know the incidence
or duration of PMPS, nor the number of PMPS patients,
suggesting that physicians have paid little attention to
PMPS. Approximately half of the physicians responded
that they had difficulty with treating PMPS. The most
frequently taken measure was follow-up observation alone
(65.3 %). Although many physicians are aware of prolon-
gation of chronic pain after breast cancer surgery, the rate
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of follow-up observation alone was high. This may reflect
the fact that a high percentage of physicians consider the
pain will resolve with time course or that there is no need
to treat the pain. This study revealed that the rate of
treatment for PMPS was low in Japan and that this was
caused by low recognition of PMPS by physicians.
Accordingly, the outreach to physicians who may be likely
to begin therapy for such patients is very important, as this
will be of benefit for the patients. According to the Inter-
national Association of Study for the Pain (IASP), PMPS is
a neuropathic pain caused mainly by a disorder of the
intercostobrachial nerve [6, 7]. The first-line drugs rec-
ommended for treatment are tricyclic antidepressants,
pregabalin, or gabapentin, followed by local anesthetics,
selective serotonin-noradrenaline reuptake inhibitors, and
opioids [27-30]. In Japan, it is reported that antidepressants
show high efficacy in retrospective study [17] but not in
randomized study. Moreover, in the “2011 Clinical Prac-
tice Guideline of Breast Cancer” of The Japanese Breast
Cancer Society, the item for PMPS has been set, and it
recommends careful treatment against PMPS according to
the guideline for the treatment of neuropathic pain, though
the number of the randomized trials of the PMPS treatment
is small across the world [31]. This suggests that, although
it is well known among pain specialists that NSAIDs are
not effective for neuropathic pain such as PMPS, some
general physicians have not recognized it. According to the
survey, antidepressants and therapeutic drugs for PMPS
were used by 34.5 % of the physicians who treated the
patients by themselves. As a whole, however, the survey
revealed the current situation that NSAIDs, the least
effective type of drug for PMPS, tranquilizers, nerve
blocks, and local injections were often used. Furthermore,
only 1.7 % of the physicians responded that the treatment
was “very effective.” Even when “moderately effective”
was included, the response that the treatment was effective
was only 22.9 %, revealing that the current treatment
modality is not appropriate and an adequate response is not
achieved. Furthermore, the result of treatment effects by
drug category showed that significantly more physicians
(p < 0.01) felt that NSAIDs are not effective or slightly
effective, revealing that NSAIDs were administered to
patients although the inefficacy of the treatment effect was
recognized. This suggests that information on the treatment
modality of PMPS is not widespread, and as pointed out in
previous reports regarding other postoperative chronic
pain, there are only a few reports regarding PMPS in sur-
gery and treatment of breast cancer, and there is little
information regarding the treatment in Japan, which also
may cause this situation [32].

In addition, comparison of results of treatment effects by
drug category showed that a high percentage of physicians
also felt that the treatment effect was not sufficient even
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with antidepressants and opioids, which are therapeutic
drugs for PMPS. This result suggests that it is likely that
appropriate treatment with optimal dosage and adminis-
tration is not performed even with these PMPS drugs. The
fact is pointed out that many clinicians in Japan are also not
familiar with the treatment of PMPS, which is the same as
in Western countries [3, 8, 22].

While this survey had an advantage in that valuable
comments were received from 224 experienced specialists,
it has some drawbacks. First, the responses may be biased
because most of the respondents are surgeons. Second, no
information on non-respondents was available, as descri-
bed above, and they could not be compared with respon-
dents. Third, the possibility cannot be ruled out that more
surgeons who are interested in pain answered questions
than those who are not interested in pain. This may have
resulted in a higher PMPS recognition rate or the number
of answers indicating proactive attitude towards pain
treatment. Finally, the response rate was 34.7 %, which
accounts for only one-third of all recipients of the ques-
tionnaire. Survey methods by which views can be obtained
from more surgeons and physicians need to be devised, and
further surveys are necessary.

The present survey results indicated that currently in
Japan, many PMPS patients might exist who are not pro-
vided sufficient treatment. If the satisfaction with treatment
effect by physicians is as low as the current state, it is
estimated that the patients’ satisfaction would be even
lower. The majority of physicians believe that information
disclosure to patients is essential, which is a subject for
future study. At the same time, this study revealed that
physicians have received little information about the
treatment of PMPS. Therefore, appropriate first steps are to
provide correct information regarding appropriate diagno-
sis and treatment of PMPS, and to promote more studies on
the treatment of PMPS in Japan. The results of this survey
will be of use to improve the recognition and treatment of
PMPS [18].

Conclusions

With the cooperation of the Japanese Breast Cancer Soci-
ety, a survey on the current status of recognition and
treatment of PMPS was conducted among the specialists of
the society. According to the survey results, many physi-
cians engaged in breast cancer practice recognized the
incidence and duration of PMPS. However, sufficient
treatment has not been provided to the patients, and cur-
rently treatment is performed using mainly NSAIDs, and
the treatment effects are insufficient. It was revealed that
currently appropriate treatment modalities have not been
widely used. What is currently needed is to provide



Breast Cancer

appropriate information regarding PMPS to physicians, and
then to provide the information to the patients and perform
further studies on the treatments.
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Can we predict the late effects of childhood cancer survivors?—St. Luke’s experience

Yasushi Ishida, Shizuka Watanabe, Miwa Ozawa, Satoko Yonekawa, Chitose Ogawa, Daisuke Hasegawa,
Yosuke Hosoya, Hiroki Yoshihara, Atsushi Manabe, Tsuyoshi Morimoto, Kozo Nishimura, Ryota Hosoya

St. Luke s International Hospital, Department of Pediatrics

Abstract

We evaluated whether the five-level follow-up (FU) classification proposed by the Japanese Pediatric Leukemia and Lymphoma Study
Group (JPLSG) long-term FU committee can predict the incidence of late effects in the childhood cancer survivors. <Methods> Using
a retrospective cohort design, all childhood cancer survivors in the pediatric department of St. Luke’s International Hospital between
1972 and 2011 were retrospectively assigned an FU level intensity at the end of treatment. We evaluated the odds ratios (ORs) for late
effects at the last observation using uni-variate and logistic regression analyses. <Results> We analyzed 300 cases from 388 survival
cases up unitl March 31, 2011, excluding 88 cases because an FU level judgment was impossible. As for hematological cancers: level
3=41%, 4=37%, brain tumors: level 4=100%, solid tumors: level 2=25%, level 3=44%, LCH: level 1=62%, bone and soft tissue
tumors were level 3=36%, 4=25%, 5=40%. The cumulated incidence of late effects: level 1 survivors were 0%, level 2 was 15%, level
3 was 37%, level 4 was 72%, level 5 was 100%, respectively. The logistic regression analysis showed that a brain tumor (OR: 65.4), a
solid tumor (OR: 3.45), a bone or soft tissue tumor (OR: 10.4), age 26 years or older at the last observation (OR: 6.75), CPM>5 g/m* (OR:
5.64), and an allogeneic hematopoietic stem cell transplantation (OR: 10.9) were independent risk factors for late effects. <Conclusion>
The JPLSG 5-FU level classification at the end of treatment are useful in the prediction for late effects, and FU plan can be made on

a risk by utilizing this classification.
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&7 -7

E2CB LB RGREEOERER L. BHRET
BEEE, B b6 T, BITREOFIEERILY 18 %
Thot. REBORZEEL, &MY v FHREAMK
(ALL) 75153 B CRIEER S®, MDA EFTT215 6l
(72%) Z ot BHEEE 156 (5%), BREE A
4F (16%), T v 7 iy AMBBERIE (LCH) 2413
Bl (4%), BEKIFEBBERN 2000 (7%) TH-ote. K
T ERD B\ B EBREEIN 40% &%, 3141 (10%)
CERYRBD, BEELTUL, %8 32%) TERNT
bh, EERHZ 596 23%), EHEDIA~DBEHIL 39
B (15%) THIfT ST, b8k & LT, DOX ik
184/252 (73%), CPM % 173/248 (70%), CDDP i 32/253
(13%), IFO %23/255 (9%), DEX % 71/230 (31%) Tff
A3hnie. SnMEBEE LTl BERBE: 146
(5%), FEBELS346 (11%) BITIR ok EESE
BOERCAE BEI -7
FTICFREBNOBEK TIEOFU v _AGEHAR L.
MTERA T, VA 3=41%, 4=37%, MREEILV~<L
4=100%, FEHEZILLV <L 2=25%, V-1 3=44% LCH
VL 1=62%, BEEEE IV <L 3=36%, 4=25%,
5=40% THh o fc. K2 CHEFEETRO FU v Gl BREl



4 HAVNRME « BAFRHEE B1EHR1S5 Q12F)

xR2 BITHREAOER

B (n=164) 7t (n=137) A5 (n=300)
ZWR O CFYEEERZE (hRE) 5.9+4.8 (5.0) 6.2+5.1 (4.5) 6.0£5.0 (5.0)
RIS OFRT (P L BEEERZE (RIE)) 17.5+8.7 (17.0) 18.2+9.3 (18.0) 17.8+£9.0 (18.0)
E e
Sy v FREALE (ALL) 87 66 153
SdEsEtanE (AML) 14 10 24
EHREYBIEERE (MDS) 3 2 5
B FRE A mFE (CML) 2 2 5
FEHRF Y o8 E (NHL) 10 8 18
BN 10 5 15
FHREEFIE 10 12 22
HEEZE T falE 1 1 2
s 0 2 2
Wilms [E5 4 6 10
alilice 4 2 6
Z OB EMEE 0 6 6
5 v v AIBEEERERE (LCH) 5 8 13
FHIE 7 1 8
Ewing HIIE 3 3 5
R A IE 4 3 7
A
THI 5\ R PR 42 40 82
D 5 ik 15 23 38
LIRS B\ XS fEbR e 67 50 117
IVERD B W izBERE (HEX) 40 23 63
BHEHD* 39 2 31
E TV 49/160 45/134 94/294
BERBA L * 106/140 96/122 202/262
BAHRE <20 Gy 16 17 33
R ## & =20 Gy 18 9 27
FHEDSAORE L * 118/140 108/125 226/265
Bath b 22 17 39
{bEER i *
Doxorubicin < 250 mg/m? 74/129 64/123 138/252
2250 mg/m® 24/129 22/123 46/252
Cyclophosphamide < 5 g/m® 57/125 53/123 110/248
>5 g/m? 371125 26/123 63/248
Cisplatin < 300 mg/m? 3/131 5/122 8/253
2300 mg/m® 157131 9/122 24/253
Tfosfamide < 45 g/m? 012/131 6/255 18/255
245 g/m? 5/131 0/124 5/255
Dexamethasone {#§ % b 36/121 35/109 71/230
BB L * 130 119 249/297
BRBHE 10 4 14
HEBE 23 11 34

*20114E3 A3 BHRE *CHL TRLFARENTETCWARVEETH S (DRCREEARYRLL)

EOHEOEE GERD D LEESLE) LHSEELEOR A4 TIXBRIBEHHE 72% (ERD D 31%, HBELE41%),
BoORE (EEFED L LS nEEE) oFl&hRLi. UL 5 TRBRIES BHE 100% (EWRD D 55%, BELE
VS 1T, BREIEDHEIL 0% THH, VA2 T 45%) Thote. eEELoMBECBEL T, vl
W& BHE 15% (ERD D 13%, BENFE2%), VA3 T £ 2 TR 0%, Va3 Tk 1% EEHRDD 5%,
BRHAPHE 37% (ERD Y 22%, BELHE 16%), V' S EEE %), V-4 TaRE36% (EEHRSD Y



AEWTE, 130 DNESABIIAOHE O TR 5

®3 BEBNO7 yu—T v Fvn

Zra—7 v T UL

1 2 3 4 5
¥ 5 A& E 2 (1%) 39 (19%) 85 (41%) 76 (37%) 3 (1%)
Atk v oREERRMEAmE (ALL) 0 34 (22%) 67 (44%) 49 (32%) 3 (2%)
S EHkEmE (AML) 0 3 (12%) 10 (42%) 11 (46%) 0
BHEYHEREE MDS) 1 1 (20%) 0 4 (80%) 0
1S BB IMmE (CML) 0 0 0 4 (100%) 0
ek oF v ) votE (NHL) 1 (6%) 1 (6%) 8 (44%) 8 (44%) 0
iR 0 0 0 15 (100) 0
BEEE AT 9 (19%) 12 (25%) 21 (44%) 6 (13%) 0
FHREEEE 4 (18%) 7 (32%) 8 (36%) 3 (14%) 0
MEREE i 0 1 (50%) 0 1 (50%) 0
FFEFTE 0 1 (50%) 1 (50%) 0 0
Wilms &5 0 3 (30%) 6 (60%) 1 (10%) 0
R E S (33%) 0 3 (50%) 1 (17%) 0
T OEES 3 (50%) 0 3 (50%) 0 0
5 v s v ARBERERE (LCH) 8 (62%) 3 (23%) 2 (15%) 0 0
B R 0 1 (5%) 6 (30%) 5 (25%) 8 (40%)
FAE 0 0 2 (25%) 2 (25%) 4 (50%)
Ewing HI[E 0 1 (20%) 1 (20%) 1 (20%) 2 (40%)
BERCA P I 0 0 3 (43%) 2 (29%) 2 (29%)
& & 18 (6%) 55 (18%) 114 (38%) 102 (34%) 11 (4%)
100 BEEEE (OR:7.79), fRHANHE (OR:2.50), M H# (OR:
80 O ABEANE 7.78), IV #f (OR: 7.40), CPM 5 g/m? Ll _k (OR: 3.80), CDDP
= e 1374
60 OREkHY 300 mg/m? Ll E (OR:5.66), IFO fEf (OR:5.75), BHZEMR
M 40 520 Gy LAk (OR:3.23), EHELS OB H D (OR:9.12),
5 SR B (OR:5.09) F# (OR:3.71), 4%=F
2 20 # (OR:234), BEHD (OR:3.44) THoie.
# 0 BRI A HE W FE OB Y L) 2 7 RF A2 HERT S
& 100 T, wUy AT 4 2 ARG R - IEREE S CRL
D 80 fo BRI E T A THED Y A2 RFLEXDRIOW,
]| &S MEYH N ) ) BB S (OR-
= 60 o ARy R4IES (OR: 65.4), EYMES (OR:3.45), BHEGHES (OR:
(:;:) 40 104), REBEFER 26 LI L (OR:6.75), CPM>5g/m’
20 (OR: 5.64), FE&EMAMIIEE (OR:10.9) Th-7
0 T

LA LRIL2 LRIL3 LRJLE LAR)LS
2 BERTEFU v L BRIHABHE

22%, HEATEREE 14%), V< 5 CrifE 82% (AiEH
BdHb 82%) ThHoi.

T4 CHRIEIHE GERD D o BELE) wahd s
£ DY A7 RFIONTHEEERIT 4 v XL (OR) %
KLk BEDY R 7 RTiL, W 12 5L L (OR:2.95),
RACBIEER 26 L b (OR:3.46) , JafE LIcERRIT D
b @ (OR:036 & 043), JRFHEE & L TILNES (OR:20.2),

v £ =

SEDOV P rARY T 4 7 IRERR N ERERE/ N REHE G
DFEFTWC I\ T, JPLSG OIE L7z FU VA G > TH
SHREG % 5 BP9 LTz, FU VA5 B 0 &ARER 5
fill, BEICRLNLIIR VAL 6% L2 18%,
VL 3:38%, VL4 34%, VL5 4% EIEBSTRI
B GHERL, BENEELZON. FRROEERA
Rz, B2 AU X ) S HE S ERORMBER
HTHEE LBOTRVEEARD bR, T OEEKRT
B FU VL5 8E0, HBEE T RO IHE S SEE
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F1EE 1S (20124F)

T4 BHEGOHED V 2 7 BT 2 BERMEN

) 2 7 AT BT TV — FEFIE W& OHEEE F v XM (95%CD pfE
B <1 36 50% 1.71 (0.80-3.65) 0.162

1-5 3% 114 37% 1

6-11 3% 69 39% 1.10 (0.60-2.04) 0.757

12 B LARE 49 63% 2.95 (1.47-5.91) 0.002
PRl B 144 47% 1

Qi 124 41% 0.80 (0.49-1.30) 0.375
RS ES I5ELF 111 34% 1

16-25 &% 100 44% 1.51 (0.87-2.63) 0.147

26 LA 56 64% 3.46 (1.77-6.78) <0.001
TRHESF 1990 %F LA 53 62% 1

1990-99 % 94 37% 0.36 (0.18-0.72) 0.004

2000 LI 121 41% 0.43 (0.22-0.83) 0.012
R FEEE M2 A 179 39% 1

IS 14 93% 20.2 (12.59-158) 0.004

B EE 44 43% 1.18 (0.61-2.31) 0.621

LCH 13 8% 0.13 (0.02-1.02) 0.052

BERERIES 18 83% 779 (2.20-27.9) 0.002
FHE . v Ry L3« EEdEfa e 75 16% 1 0.065

IMHA - AR 31 32% 2.50 (0.94-6.62) <0.001

I # - &k 109 60% 7.76 (3.75-16.0) <0.001

IV #A - ek 53 59% 7.40 (3.24-16.9) <0.001
Cyclophospamide L 68 32% 1

<$ g/m? 101 31% 0.93 (0.48-1.79) 0.820

=35 g/m’ 62 65% 3.80 (1.84-7.87) <0.001
Doxorubicin L 66 42% 1

<250 mg/m? 125 43% 0.81 (0.44-1.50) 0.506

2250 mg/m* 45 56% 1.51 (0.70-3.24) 0.290
Cisplatin L 205 35% 1

<300 mg/m* 7 71% 4.72 (0.89-24.9) 0.068

=300 mg/m? 24 75% 5.66 (2.15-14.9) <0.001
Ifosphamide L 216 36% 1

<45 g/m? 17 1% 5.75 (1.81-18.2) 0.003

=45 g/m? 5 100% N/A
Dexamethason L 175 41% 1

HD 73 2% 1.03 (0.57-1.85) 0.924
fEEgiet L 183 38% 1

<20 Gy 31 2% 1.17 (0.54-2.53) 0.697

220 Gy 24 67% 3.23 (1.31-7.94) 0.011
fi EROT R ST mL 209 35% 1

D 36 83% 9.12 (3.63-22.9) <0.001

N 19 58% 2.51 (0.97-6.51) 0.059
& AR e =L 230 40% 1

BB 13 7% 5.09 (1.36-19.0) 0.015

FEBE 24 71% 3.71 (1.48-9.30) 0.005
BT tL 177 37% 1

HY 86 58% 234 (1.38-3.95) 0.002
R L 244 41% 1

Y 24 71% 3.44 (1.38-8.60) 0.008

N/A: not available



AEBTRE, @0 DNERABIEHHE O TR 7

5 BEAGPHED V A7 cBBT A EEEBMET (Y25 4 » 7 [ER)

V27 BT HFIY— n SHEAF » XM (95%CD) p &
IRFRER M A 153 Reference

THEE 12 65.4 (6.78-631) <0.001

B 40 3.45 (1.22-9.74) 0.019

LCH 12 0.70 (0.07-6.86) 0.757

BEEIEE 14 10.4 (2.34-46.5) 0.002
I BIEER 15T 99 Reference

16-25 7% 87 2.18 (0.99-4.83) 0.054

26 Ak 45 6.75 (2.70-17.1) <0.001
CPM L 68 Reference

<5g/m 101 1.77 (0.69-4.54) 0.234

z5g/m 62 5.64 (2.00-15.9) 0.001
SE AR =L 207 Reference

B R B HE 9 1.92 (0.31-12.0) 0.438

FAE 15 10.9 (2.44-48.9) 0.002
iR =L 221 Reference

»Y 10 4.63 (0.83-25.8) 0.080

* Hosmer-Lemeshow (y* #&fH =2.701, p=0.952)

OREOFRCHEI D Z L RENIT ETH 5.
SEEMNCREET A LY AZ7EFELT
Bo7oDiE, OR OEWIER, MMEE (654), RfEEMAN
%A (10.9), BEEEE (104), TREZEER 26 B
£ 6.75), CPM>5g/m® (5.64), BEIHES (345 THh-
fo. BURERD oo DL, BEERBH CILBERBE DS HF
BREHEII L » RIEBEP oL 0D, EZEEMIT T
BEBHEIIEEO ) A7RFTxxllth, AEBHEOA
BV RZAFELTHE S &, CDDP R IFO 78 £ OFLH
AEL RETRBEOFN, FH -V A2 58 BRREN,
BRESATREERY AZETFELTEREL R o2
ETHB SBRIIZOBEREYBEECLT, vIAHFoE
BEYREL, 350 Lv iy 7riedszid
TR B v L 7ne,
INETCHEINTOBNENARERE D FU VL E
flixLTit, FOWRLIAFY ZADL DY BNRLAESH
THH. Eiser bit, 198 ADNRBAEREXSEHL, v
SNALMEA, VSA2HRITA, V31393 ATHD,
TANCHEOR—FEANZD ORI EWME L TW5 0.
¥ 7 Edgar % k¥ 2009 4E® European Symposium on Late Com-
plications after Childhood Cancer (ESLCCC) T 575 AD 4548
BEL, V1394 A (16%), V-2 58257 A (45%),
VL3224 A (39%) THH, T 11.5 FHOBRIEA
BHEDBBEIGIL, VA 1T3% VA2T51% L=
A3 TC93% LIE LW, Z OESIIABSE D JPLSG D L
SAGTORREBLULICHERTED DD, 1F) 2D 3-
VSAASEIIRAN Y v AT ET (L LM SEliE o
—HEBHIBENEVI AV v b HB), FLEAENLVRAL2

73 TH Y BREASHHE OREE B U T & Do 7o IR
HEChHH LAMELELDNS. $h7 45T 147 4
7 NEFRBE AR B L T\ B the intensity of treatment rating
scale 2.0 (ITR-2) 4%, FREBLBPCELHELTEY,
DEITEOTHEEC L 5 —HRL EXHEFI L T 50, F
EOLORNIRY TER L OB PETHOR Ak
HLABRERREOAT, 7Y rp 2t OBEEBEL CLLZ
L HBENES. ERAMEOBR AR L LS
i, ZEERNOBERCHELY - ) 227 7EOBEBEENHEE
L, BERBOEE L EBCZ I BENEOTNEE )
A7 RF DA ERENRE I A, FRERLFHOESE
BRI BITR25E X D $ JPLSG DV RAHIFOH»F
BT E W EE 2 bR

R D—FORFUL, ARG 1 R ORISR A
FLTWBEBPBBIOWMIETHD, ALL 25 50% %
DEHEB D Iehr o e 2 EIREBIRAAL T ARD D 2
B dDRERO—LATRENE S AR ATH S, KT
VitaRR7 T4 7igaks— R THD, 23 FlOERER
BB, 21 Gl OFEM I ERANB S RHOEGSEE L &
TH5 Fh7uArAxrs5 4 7FHEI IR TR
A 72728, Common Terminology Criteria for Adverse Events
(CTCAE) % F\~ TRl 7 M & OHE © grade SN TE 7o
Diote. BB, BITRSEHmOPRIED 17.8 5% (Wit
#124F) &SI BRI A - fofe D, S[E O JPLSG
VUL G TR 20 4R 30 SFRLBE ORI OB A OHE
DFBNFEEN E 5 BRI TH 5.

AP EORBRID B 0D, RIfi7 +a—
7y TEESREDOWRER TR S BRI FU v~ LB 0 #



8 HAVNRIMEK « HAFESHMEE F1EE1S (201295)
£6 HHED7 +u—7 9 7 L_AST
3-Level (FEE) ITR2 (74 ZFA7 4 7) JPLSG
L] SEHEM O 2 ABFEROZ (MEBKRL) AR A (BHER, BIES, ™
&V A 7 {bLEEk #F) Wilms E%@ Stage 1/2 [;53)
) Wilms [BIE @ Stage 1/2 LCH (SS#!
LCH (SS#) el B (?ﬂ‘?@&)
FifaE (Fiioi) PREEZENE (3
HREL2E i e (Eﬁ'cﬁ%ﬁéita)
) HE O LR ALL (BEHEfERAEE) BV A7 LB LT O BE
24 Gy LAP D Fs et CML (FERAESD) Dmnmm@n%ﬁ S
Bl) % DNERA I (B jRRTE:) CPM 5 g/m? 5Kil, >0
HERE O ALL AR ({LSmess / i) cmw3mmxn$ﬁ o)
H%E(# I BI) IFO 45 g/m® K, »>2
e1~3, JEbulk[EE) DEX (FREE7z L
?‘?ﬁﬂ"—é (Stage 1/2/4S)
NHL (Stage 1~ 3)
%ﬁﬂﬁﬁ%%ﬂﬂ%ﬂé bt
BERCATPSIE (Stage 1/2)
VA3 BABEE Q4G UTOHERN BEZ7ora—a2 HLEWiIms® JY A7 L¥EE
Ligt) - TEBEOXR) 250 mg/m® L b, B BT
KERE ML(mﬁ@ RBfERRTE) CPM Sg/m’ LLE, &1
7o) MEE ., CDDP 300 mg/m* BLE, & %\~ ik
SMAEREEE ME% moggwur BB
Stage IV D/NEMA Ewing A& DEX FRED
H%E(%ﬁﬁm 2mw$ﬁ BHE %
HL (Sta(ge 3B/4]%/ = ERE) %%{X%%ﬁﬂ% 7(;1 bEEE (B
FHEIFE (Stage 3/4, FERHES) BEES O RIBA EE
N}% (Group C/Stage 4)
HECGATE (Stage 3/4)
Wilms [ (Stage 3/4)
VR4 — HHE7ebra—a (HL & Wilms © 20 Gy M LSS RS B
FEER <) A& MAN R 2 5 I B
& AR e BREEYZ T B
AML BEEGERFEOH b B
IMML—FHEFE ) MiEE B R
B F g mia® Mot AR B bk
BHBRH Y &) 2ZTEE
VR SA — — HEB MRS
B TESIR A
BEASDHE DTSR D 5 5 BE
BB OHE o L CHRIESME
LRASB — — IS B RAY IR A BE R E D 7 4 0 —
DB EE (] BAERO AT
i, FRLZFM RS OFEIR)
FERHL HEbh - aEEE R L IR
—HEEEETER

LCH: Langerhans cell histiocytosis, ALL: acute lymphoblastic leukemia, CML: chronic myeloid leukemia, HL: Hodgkin lymphoma, NHL: non-
Hodgkin lymphoma, APL: acute promyelocytic leukemia, JMML: juvenile myelomonocytic leukemia, DOX: Doxorubicin, CPM: Cyclophosphamide,
CDDP: Cisplatin, IFO: Ifosfamide, DEX: Dexamethasone

WHARDTHRIEL, Z DFEOBRIE OHE FE O FHlc
BERTHY, ThEFEATHILRID Y A7 RES K
FUGENTRERC ENTREINALBERIAETWEE LT
W5, SHEERBLERAPIE LT, BREOZYME Ll
TEEMEERBRIEL T FETH 5.

AWFFEE, FRL23 24 EEEESEBENEERHDS
(BAERRTIFEEZE) UNENAORBEIILESR X B4
PHIE « “RDPADEEIEEDCI.HOEH Y ru—7 » &

v 2 —HEECBT 5] FEREE  REHER) IV

TR 24 S EE A BRI EBEHENS DABKRFEE
%) [/NR S M SEEE 133 5 VAR « BMIFENL D12 D

HrEl (BrEfEE - BEH=) oM zR i

E

ARFFED T — 2 WL L TH I % oW - BB N E
Wb NEERY v 2 — O T EAREIA LH EERT R
AL ET. EXWHEOKMcBEL T, Brd -5
17942V AREFBKRKEF Y 2 —FEWEED
Deshpande GA JE4EWCEH L 27
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D

2)

3)

4)

5)

6)

7)

X ik

JPLSG RHi7 » v —7 » 7EREER  DESAKERE
DEM7 » v —7 v 7. BEREFE, FFE, 2008.
Oeffinger KC, Mertens AC, Sklar CA, et al: Chronic health
conditions in adult survivors of childhood cancer. N Engl J
Med, 355: 1572-1582, 2006.
AHEAE, AHEER, LHRET, @ DErARRE
DRI & BHE & X 0° QOL DRRBIEI T % BTHIFRENT %8
1%k BANRRIESHES 114:665-675,2010.
BHGSE KEF—, AHEZER, b NEAARRED
BeiA-& HHIE % X O QOL DR BI3 % BB A AT 58
B2 BADNEHESMEE, 114:676-686, 2010.
Geenen MM, Cardous-Ubbink MC, Kremer LC, et al: Medical
assessment of adverse health outcomes in long-term survivors
of childhood cancer. JAMA, 297: 2705-2715, 2007.
Miyoshi Y, Ohta H, Hashii Y, et al: Endocrinological analysis
of 122 Japanese childhood cancer survivors in a single hospital.
Endocr J, 55: 1055-1063, 2008.
Hudson MM, Mulrooney DA, Bowers DC, et al: High-risk pop-

8)

9

10)

11)

12)

ulations identified in Childhood Cancer Survivor Study investi-
gations: implications for risk-based surveillance. J Clin Oncol,
27: 2405-2414, 2009.

HRBSE NEPARBREOR T 4+ v —7 » 7, I
B= GR)  NEPABEAY Y v 2 BEYy—FA
. KB, 2011, 46-56.

Wallace WH, Blacklay A, Eiser C, et al: Developing strategies
for long term follow up of survivors of childhood cancer. BMJ,
323:271-274, 2001.

Eiser C, Absolom K, Greenfield D, et al: Follow-up after child-
hood cancer: evaluation of a three-level model. Eur J Cancer,
42:3186-3190, 2006.

Edgar AB, Harrison S, Kelly S-L, et al: Intensity of Long Term
Follow Up for Survivors of Childhood Cancer can be Safely
Determined by Therapy-based Risk-stratification, ESLCCCO09.
Edinburgh 2009, pp. 65.

Werba BE, Hobbie W, Kazak AE, et al: Classifying the inten-
sity of pediatric cancer treatment protocols: the intensity of
treatment rating scale 2.0 (ITR-2). Pediatr Blood Cancer, 48:
673-6717, 2007.



8 | REEF EEREASERERFH)

WEBBEEFEBICHT 534E
~HODATHS L EFECIURASIHDOTR— b~

HODAETEBICESGA, &5

American Cancer Society (ACS)” O #t gtz £ 5 &,
%ﬂT AHTH 159 5 6 T ADRANNH =T ThA]
BEEN, O 24%IT 18RO T EBPNDH END.,
2011 FIBAPAEBHEINZTES 08T, 7277
AN B D EHEEINTWS., HARIZB 2 EROHEE
BREZSEVLY, FETHROBABENRE LML T
WARBIRNS S, BADEEZLDFELORIIMATNS
EFPHEINS.
REHOTFESONAREICBWT, BANAEZEHS
NBZ L, ENEEFEHEEDERIELBICHEEZS
ABIEEARIMN. REZLOFEDICEST, HANRA
BETHDZLOHABEEIKRZ N, £ FRTHRO
BUTESTH, PDARBEELBRSTFETET S &I,
FHIC B LEMC b KERARLRS. BOBHROSE
TERFEIZBNT, KBEITEETHWARRETFEDIZE
EA, EDXBL T OMNKRELRBB LR TS,

1‘:&2%173\%7’]\&0) SRR REE, AbDANER 2
FEEICIZ 2N Y. FBIZES 25N REEZT D3
LERKE—MTHoEIA, PWRILERENT Z<n
BLIG, ABRAICRMBEARVWEETH >, BH
B I5xo ERELTIB05] &AL, ZOREES

MABE 18515 (2013 Jan/Feb)

OHBNHEL AbSADOMEE2ENL . BER B
BRFHHFEREONRVWRMASEABRAE N L XK
BEBICASRL 2D, L¥EENHRES &, BHERATHE
BB BOBMICRBIENNAE. FBRCABR
PATHRITITEE S IO ITRD, BB EHTRNERR
TERLB->TULESE.
MBEFFHEOR, Xy Ry FTHBMSHEEENE
FHEIAHD U DB TNE. BB, At
ADFBRIBDOREDBVEEEI &, A2 AN
TETRSREW—FHT, FEBMWBERFHIENTT S
1S5FBTE, HARBATZEINRIIREOTRENS
BoE, 200 nb0nESEMASERVESNEIN
EVSHNOBTEN TSI &, HISERBRICHSNS
HTWONZEEN W &R E, BBRSIZE= B
T3 RRL NS VEEHE, FLELE
BoTENHOIINEZOMTHE L, FEBIZERESE
B2 5 EWTRYER, £ETHEEROLOERRKET
BBIEBLBADERIIBT W ZUTABADORE
ETFEBOEDIERLABATEFALT, FEBITHE
FTEORA U 320 C#Hl) 2HMAL .
ZOHULIEELLT, BBITREELAY, 2 ATRA
BT, ABDARAMRATHBZEEHLZENS.
TAI TRTis LeiSAES S8 EEbhulthbh:L
. FOHMS W L XICBAEICAYD, RITEIFEHD
BFLNo LEITBAFEATT R EEELTINE #
LTESBRSABLARBURRLED .

18 : 57



BABEELEFELLCHTEIRE~BRPPATHDILEFEDIBADLDOYR— b~

S FEBRRBUESOTVD

DEED B OEEZITSE, TNETORED
HEEFEE—ET3, REOEFHEEBIZLMNDST, F
EHRBOBRICETIHLANMSID I N, B
EEAEBASNRNI EH BN, RO & EFHRIETF
EHUHREROEENTBZNE, HSRBRWEFEIOTE
HEFUEDSRBILTELLLS, BAZBOTFELOD
RIBICHILTER WD S, BRELBASNAVWERIZTES
ETHA5.

UL, FEBREKBROFHADEMITIRIEE TR
THY, BOREQOEIPERRETSIERUE->TL
£5. AR AOHH, "B & o EBEICT - B
RoTETMSHADLDICRRY, ZOHAEDLMNETE
WIRIZARRE Sl RS, ABRBEIS MBORRE:R
BBl ToR0 L0 EMAMEL, AR bR
ERUE>TNELEDNS.

[BaPhDVFRESEhSTIHRRAICE > Be ofad? ]
[V L&ICBRABICASTLNELDE S DIRELD
57

[RTEFTALLLID?L - - -

TEBE, HNEI > TS OMEEMIZMS Ihin
&, KEOBS, BEOCEERGTAENNHS. B
DOBVWTEIERICEY, BERoTLESOTIEARND
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