206

BEE T L2, ChODHEFIMMEICTLR TN
DTIRL, BEBEDZH?TNACHEFAFRTNR TS
h, 1B2-IB OHETHOEROLIPTH, LHEED
LOPBITN-TEERIEH B EEbIE, LHL, &K%
ELTCOFRIBEIFLEISZT, FIRBEFATRRT
bole T, BHEFRIFTHoRFLERIZBY
THHEBERBEIZF L L 2L, D retrospective ZRIRET
»5ix NAC OERAEEIBEETRVWEEDLNS,

W, WAREBWIEE LR EMERE (LT JGOG)
Tifrbhiz JGOGL065 Tix, CPT/NDP AsHussA#IL ¥
AVELTHHSNEY, ZOFRTIZPRIn LKA
TNAC#RTLFEMEWTI AT b a— VT, &R
ELTHLDIERTI~23—-ADNAC Lo T,
CDEFIEEONACIRI—AME TELEITRL &
#, FROERDRBFICANLY, FMOBEHSLEXR
THEMIIH B, bhibhid, FEERENNACE K2
DEHEHFEL TV D, 2 TREL DI ABE T
LPHOYEIER EN2D, EED NAC IZEE I
INTHZEFEEEL, 2—-RABIS G, T4, Zh
PAMCERBZNACE LT, FlHiECcolMERAEL
ahs, BEILOBMBOBLSEZRY, EEYA X%
ROSEFERERYRTLTHE ) HHOFEAY»EZ
N5, XBOMKETTIZ IB2-TBHTH NAC fEH 15
Bl (CPT/NDP /), 14 FIlCBWTNACIZ X ) EE
PHORMIEE LVWEBLZED TV A,

3. CCRT

FEEBEOBSHRER (RT) 1 CDDP A OAHM%E
ARENTEE, RT EBMTHVWERENTEINS
I Bl S ik b mst e (CCRT) A ffrsh T
%%, B2 CDDP 40 mg/m* D3 1 Bk 5 FAH TR

F 1 BB MNSEERYE
CR PR SD PD ZEHE(%)

B35 1 7 6 2 50
BREFLESE 0 7 2 2 63.6
R 8 31 11 3 73.6

BALSHEGE

SUCHEHTRETH B2 JGOG THREF S

(JGOG1066), 7z CDDP EMICRbBHDL I XD
WEEMARE SN B BRI Ao TV b, KE GOG TiE
7 ZF b (PTX)/CDDP 0% 14, £ IHORAE
RiFbh, ALY AroffHAOWEE REWPRS
h?, #Td F72 PTX/CDDP L ¥ 2 Y HFHARALHE
TEIROh, BIHRBRLITo72% TOKE A
Tid PTX 50 mg/m*& CDDP 30 mg/m’®i8 1 @54
#32E (RD) T, ZOBRSEDHRBETRIFLREREEY
BTwW3, 8, GOG D RD iz PTX 40mg/m’ &
CDDP 40 mg/m*THh %, LFTOE I TO RD RE
OBFBEHIBIUOERIIRLE, &b, HAFIZPTX/
CBDCA #BsHRER L EHAT 2R D EAICITDR
IOLIYAVLEEREhTWEY,

CCRT \ZBE T A BEDFEMEE LT, BERTRILRE
EFFERABCRFLIEBRICIAZ E)ERTRIIX
Wl v HERED S, H4 MR TORSREED
%, WEVRELLEAOERBRENOETFERZR L,
EREBEAFFERRTHLDIIUARTH S, TE
WIS L2560 F#IE, FomoEEErZIT72%
BLVAEBIRFTH-7Y COZDOMDERLIZE
AL ELRBLTWS, TDXH, BREREZEA

100

80 4

g
# 60 :
ﬁ p=0.1614 .
@ 0  TTTTTTTTTTTTTTTTTTTEITTTTTTT
---- [R%E n=16 SEELEFE 43.8%
20] — BRETLERE n=11 5SEEFE LN
— BRFELEHE n=53 SEEEHE 57.2%
0
0 1 2 3 4 5
(%)
B2 %#Fi2B175 IB2-IBHTFEEMR NAC 1T
80 KEF) 4L 45 7Y B 1 7% A

#F 2 FEBEIIBITSANACOLHE

1. FHBRENAC:E D2 - 2D NAC 2T L, #RICAFHE

DEEYBET

JCOG0102 EORTCS5994
2. PRIEIRI NAC :PR BRI TNAC 2 lifT L FHAELHFICAN
B8, FROPYBEDBREE LT

JGOG1065

3. BEMALE NAC: HMBEORD, BEOENERLFICL)FHET
DEBMOAMIREHNET S

—RRERIR

- 197 —



F36E F2H 200428

1w 2w 3w 4w Sw 6w 7w
CDDP CDDP CDDP CDDP CDDP CDDP CDDP
+PTX +PTX +PTX +PTX +PTX +PTX +PTX

||

||

|1

TSR AR
s + ERERES

CDOP (S RFF5FY) PTX (/350 8%t)L) 0
‘5L 1 30mg/m? 20mg/m? (‘) 2 '4 '6 18 1'0
#’ELAN | 30mg/m? 30mg/m? 4R
RS 2 e/t “ome/n? B 4 FEGHET TR RSTREE R O iR
#ELRL 3 30mg/m? 50mg/m? B
BELAL 4 0meg/m? 60mg/m? AELRGHRIERER 162 81D 5 b, 35 PIAFEIG
WELAL 5 0me/m? Fomg/m? WEZFF, 127PAFFEHEEETLEr o7 (OB
N 26 PIASERERES) . MENICTFEHHZITI oL
3 HPNIHBITD CCRT DKL I B r PFERBLZOLNBEILFTRENS,
a—)
F 3 £1HEBERARSER
CDDP(YA75F ) | PTX (320 ¥ FEN) | BiEmE | BEEAR

5L ~AN-] 30 mg/m’® 20 mg/m’

‘LA 30 mg/m” 30 mg/m’ 5 0

#5 L~ 2 30 mg/m* 40 mg/m? 3 0

#5 LA 3 30 mg/m* 50 mg/m? 3+6 1

BE51L 4 30 mg/m® 60 mg/m’ 3 1

G L5 30 mg/m’ 70 mg/m®

100

80

60

40 -

RBEFE (W)

20 -

207

EFER, b LHEHATEECH T N TR
L7232 B FPHRMLICBELZOTR VWAL BN S,
B, HMEFEIEMTEEH T, ERASETESR
WEITo RGBT ELM I VEEESIN S NED
,63;)611)0

b —ODFEELT, ERNTHRBESDL, B
HTBRO—DOTHBREAF V%0 LR ss
REREHEMTITPNTE 2, PO THEESHRE
LENBS b o708, SEEILRIFR BEREE S
NTVb, ZRTHFEFERBCIN-VHES T3
EEFRIPGB% EMESNTVEY, T, BELZT
THEPIBD A VIRETIEH 52, FEEE, 1SI10khE
RIEFRAEFBVOTREVWIEEZ TV,

4. % Bk
FEGROWHRDONA ) R 7 EFNKRE ORI X B
FiZ& D, CCRT BRI NTWBY, KW TOHMKE
BOERETRTERE LT, 20074ED JGOGBREATH
TYH—ry MCXBREZRALV (F5), Zhi
D, AFTIECCRT PLAMTELWBEMRZICIRDLS
CHVBR, N4 YR DRESTHEZEY X212 b
HAEhTwbsZ bitbhbh b, LaL, #7112 CCRT %

AV 241, B9 5 CCRT 2HVTiE )k w
I MDD D, BFICNAC 2 51T S 7= B41307 1048
BIESUELRELE L, NAC, F4#5, ## CCRT &
WIHIRNERD, ZRTIREHM»S CCRT 2 i3 5
BEWCHARFEECEMRERT, AUOSECB S,
LOIFREREND,

CCRT ot & LT, Hifsh b 0Pk me
%Y, retrospective I2i¥dH 5 BEDEBMEEITINT
w3, LAL, BREIET Y ANTH TR R
BREDLEN D, WRERERAE RT (AT, Y
YN, FREELZEOFEFROATHEL L EDbR
BH, &MH»H CCRT 24T ) BE L DHRBEHRE AEE
ROEHIOVWTHSHORIIBEELEbh s,

& H

SHE, FERERRTREFEL 2o TWAEILE -
TBF L7 SHROTEGREEOTNE LT, EEY
£ ZD/ANE IBLEOERIC BV TE, 555X FH
AR SND L Bbh, EBINS OEFHTR
MBI b 6T, FHEECIHIZRIFEREISES

NTWB, S8, EEEFHCEYF ALY ¥ oEie

BMTaFEEZEIHRDTrPMBEL L2 BN

— 198 —



208

intermediate—risk fE{#I

CCRT

BSHR AR

27%

25%

FEELTHEFRRETHEL
13%

35%

10%

B 5

0% 20% 30%

5, 1B2-IBHDEMIZBNTII, RERIEERDOTEN
& LT CCRT %Mo 16 & FW—LERED DD
ExhHBHERbNE, MIETE, EABITHSED
BROMED H 5%, CCRT HHOBE IS5 % adju-
vant hysterectomy % &I 1{FH L TV L OPERRE
HEORL ¥ P TCREVPEEI TS, HEIIFHERET
Bitme LTHifFshad, —BILICIXEBRIIEIC L 5
IYFVADMAPLETH S, THULOERTIZD
1A A CCRT FAH.LTH B, T 2T adjuvant hys-
terectomy DMiE% R T ALENDH Y, TAHLVE
BL L TENFRIGEBOGFEDTEN IR SR,

X ™

1) Fujii S, et al: Anatomical identification and functional
outcomes of the nerve sparing Okabayashi radical hys-
terectomy. Gynecol Oncol 107:4-13, 2007.

2) EHEBR - M FEEE L bl PEAOFHHEINERRE
L7248 MRIREIL L 2BEEELBRFEZHTREA
Forks BARABAREEZSHEE HH  26:260,
2008.

3) FEAAMTF - b HERBROBEZD S LIHEAER
WoRE BABAREEESMEE (BH)  26:280,
2008.

4) Katsumata N, et al: Phase I randomized trial of neoadju-
vant chemotherapy (NAC) followed by radical hyster-
ectomy (RH) versus RH for bulky stage I /1 cervical
cancer. J Clin Oncol Proc ASCO 24:18S (abstr 5013),
2006.

5) Eddy GL, et al: Treatment of bulky stage I B cervical
cancer with or without neoadjuvant vincristine and cis-
platin prior to radical hysterectomy and pelvic/para-
aortic lymphadenectomy: a phase II trial of the gyneco-
logic oncology group. Gynecol Oncol 106: 362-369,

40%

A BV 5 FEERAMREOE (P19 F JGOGRELD)

CCRT

BSHREMCA R

BALSREE

high-risk S

9%

0%

20% 40% 60% 80%

2007.

6) Rose PG, et al: Long—term follow-up of a randomized tri-

al comparing concurrent single agent cisplatin, cisplatin-

. based combination chemotherapy, or hydroxyurea dur-
ing pelvic irradiation for locally advanced cervical can-
cer: a Gynecologic Oncology Group Study. J Clin Oncol
25: 2804-2810, 2007.

7) DiSilvestro P, et al: Radiation therapy with concomitant
paclitaxel and cisplatin chemotherapy in cervical carci-
noma limited to the pelvis: A phase I /1 study of the
Gynecologic Oncology Group. Gynecol Oncol 103: 1038~
1042, 2006.

8) Umayahara K, et al: Phase 1 study of concurrent che-
moradiotherapy with weekly cisplatin and paclitaxel
chemotherapy for locally advanced cervical carcinoma
in Japanese women. Int ] Gynecol Cancer (in press)

9) Rao GG, et al: Phase I clinical trial of weekly paclitaxel,

weekly carboplatin, and concurrent radiotherapy for pri-

mary cervical cancer. Gynecol Oncol 96: 168-172, 2005.

Ota T, et al: Adjuvant hysterectomy for treatment of re-

sidual disease in patients with cervical cancer treated

with radiation therapy. Br J Cancer 99:1216-1220,

2008.

Coleman RL, et al: Radical hysterectomy for recurrence

carcinoma of the uterine cervix after radiotherapy. Gy-

necol Oncol 55: 29-35, 1994.

12) hEFES - i FERBICHTI2ENTREROBIK. B

FFARHER SR 24: 385-392, 2006.

13) Monk BJ, et al: Rethinking the use of radiation and che-

motherapy after radical hysterectomy: a clinical~-patho-

logic analysis of a Gynecologic Oncology Group/South-
west Oncology Group/Radiation Therapy Oncology

Group trial. Gynecol Oncol 96: 721-728, 2005.

Takeshima N, et al: Treatment results of adjuvant che-

motherapy after radical hysterectomy for intermediate-

and high-risk stage I B-I A cervical cancer. Gynecol

Oncol 103: 618-622, 2006.

10)

11)

14)

199



Research Article

Intracranial hemorrhage folldwing allogeneic hematopoietic
stem cell transplantation

Yuho Najima,! Kazuteru Ohashi,™* Maho Miyazawa,? Mikako Nakano,? Takeshi Kobayashi,
Takuya Yamashita,! Hideki Akiyama,! and Hisashi Sakamaki

Charts and radiographs of 622 allogeneic hematopoietic stem cell transplant (HSCT) recipients, over a 20-
year period, were retrospectively reviewed for intracranial hemorrhage (ICH) following transplant. A total of
21 cases of ICH were identified (3.4%) including 15 cases of intraparenchymal hemorrhage (IPH), two cases
of subarachnoid hemorrhage (SAH), and four cases of subdural hematoma (SDH). The median time from
transplantation to the onset of ICH was 63 days (range, 6-3,488 days). The clinical features of post-trans-
plant ICH patients were similar and included hypertension, diabetes mellitus, chronic graft-versus-host dis-
ease (GVHD), systemic infection, and veno occlusive disease (VOD), recently referred to as sinusoidal
obstruction syndrome, in addition to severe thrombocytopenia. Mortality rate was especially high (89%) af-
ter IPH with a median survival of 2 days (range, 0~148 days). In contrast, all patients with SAH or SDH foli-
lowing HSCT survived. The cause of post-transplant ICH appears to be multifactorial, including thrombocy-
topenia, hypertension, acute GVHD, VOD, and radiation therapy. Most patients in our series displayed
severe thrombocytopenia at the onset of ICH, even though adequate prophylactic platelet transfusions were
given. By univariate analysis, cord blood transplantation, acute GVHD, systemic infection, and VOD were
related to the incidence of ICH, whereas prior CNS episodes and radiation therapy did not reach statistical
significance. A multivariate analysis with logistic regression identified acute GVHD as the only factor that

significantly influenced ICH occurrence. Am. J. Hematol. 84:298-301, 2009.

introduction

HSCT recipients are at high risk for severe neurological
complications [1]. These complications arise either from the
primary disease for which the patient is undergoing HSCT, or
as a consequence of immunosuppressive treatments, infec-
tion, or intracranial hemorrhage that may develop during
HSCT [2,3]. Although the clinical course of subdural hema-
toma (SDH) or subarachnoid hemorrhage (SAH) can be rela-
tively benign, intraparenchymal hemorrhage (IPH) has the
worst outcome among these complications [4,5]. Pomeranz
et al. [6], in a retrospective analysis of the clinical features of
ICH, found that while SDH was usually due to a more spe-
cific factor such as thrombocytopenia and had a more benign
course, IPH was rather sporadic and usually lethal.

This study describes the clinical courses of 21 cases of
ICH among 622 allogeneic transplants performed over the
last 20 years at a single institution and reviews their clinical
outcomes.

Results

Clinical features of post-transplant ICH

Charts and brain CT of 622 allogeneic transplant recipi-
ents were retrospectively reviewed for ICH, and 21 patients
(3.4%) eventually developed ICH at a median time of 63
days (range, 6-3488 days) after transplantation. Median
age at the time of ICH was 42 years (range, 11-66 years)
and 11 patients were men (52%). Eleven patients under-
went unrelated hematopoietic stem cell transplant with a
radiation-containing regimen.

The clinical characteristics of these 21 patients are sum-
marized in Table |. ICH was symptomatic in 14 of the 21
patients and symptoms included loss of consciousness
(seven patients), headache (three patients), hemiplegia
(three patients), and seizure (one patient). Two asymptom-
atic patients had ICH which was incidentally found during
systemic screening for infection. One patient developed

© 2009 Wiley-Liss, Inc.
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ICH during deep sedation while on mechanical ventilation.
The remaining four patients visited another emergency unit
at the onset of ICH and, therefore, clinical information relat-
ing to their initial symptoms was unavailable. Among the 21
patients with ICH, 15 patients developed IPH, two patients
developed SAH, and four patients developed SDH. Median
onset of IPH occurred at 122 days (range, 16-3,488 days)
after HSCT. in comparison, all patients with SAH or SDH
developed their events earlier in the course of HSCT, with
a median onset of 22 days (range, 6-38 days) for the SAH
patients and 31 days (range, 17-41 days) for the SDH
patients (Table [). A previous history of CNS events
was present in nine patients including four with reversible
encephalopathy syndromes induced by cyclosporine, three
patients with leukemic CNS infiltration, one case of fungal
infection, and one case of meningitis. Platelet counts at the
onset of ICH were extremely low in 14 patients (82%) out
of 17 patients whose clinical data was available. Acute
GVHD was apparent in 11 patients and three patients
displayed active chronic GVHD (two extensive and one lim-
ited) at the onset of ICH. Concomitant diseases included
hypertension, hyperlipidemia, chronic kidney disease, dia-
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betes mellitus, VOD, and disseminated intravascular coagu-
lation in 10 patients (Table I).

Management, outcome, and risk factor of
post-transplant ICH

Treatment options for post-transplant ICH were extremely
limited and most cases were not eligible for neurosurgical
intervention because of ICH severity, transfusion refractory
thrombocytopenia, or poor general condition. Only two
patients in our series underwent neurosurgery to avoid im-
mediate death (Cases 2 and 18, Table I).

Post-transplant ICH has a dismal prognosis. According to
Kaplan-Meier product-limit estimates, 5-year overall survival
was 17.9%, which is much lower compared with patients
without ICH (55.8%, P < 0.00001), as shown in Fig. 1. In
the case of IPH, most patients died soon after the event,
with the median survival after IPH of 2 days (range, 0-148
days). In contrast, patients with SAH or SDH had longer
survival, and actually no deaths were attributed to SAH or
SDH.

We sought to determine which variables were associated
with the risk of developing ICH. Univariate and multivariate
analyses of the risk factors for ICH are shown in Table If.
By univariate analysis, cord blood transplantation, Grade
-V acute GVHD, systemic infection, and VOD were
related to the incidence of ICH, whereas prior CNS epi-
sodes and prior radiation did not reach statistical signifi-
cance. A multivariate analysis with logistic regression iden-
tified Grade IlI-IV acute GVHD as the only factor that
significantly influenced ICH occurrence.

Discussion

This study reviews the incidence of ICH among 622
recipients of allogeneic HSCT. Although some patients may
have been overlooked due to lack of symptoms, the cumu-
lative incidence of ICH in our series was 3.4%, which is
equivalent to the incidence rates reported by others using
similar definitions and methods [7]. The incidence of ICH in
the setting of post-transplantation, however, was much
higher than ICH not associated with HSCT in the general
Japanese population, where IPH occurs in 1 per 1,000
patients and SAH occurs in 0.7 per 1,000 patients [8].

The etiology of post-transpiant ICH appears to be multi-
factorial and includes thrombocytopenia, hypertension,
acute GVHD, VOD, prior CNS episcdes, and radiation ther-
apy. Of particular interest is the finding that most patients
in our series displayed severe thrombocytopenia at the
onset of ICH, despite adequate prophylactic platelet trans-
fusions which was triggered when a patient's platelet level
dropped below 20,000/l without acute bieeding. Although
the precise mechanism of severe thrombocytopenia with
refractoriness to platelet transfusion was unknown, cere-
bro-microvascular endothelial injury could be a possible
underlying problem. Our patients with acute GVHD were
also more likely to experience ICH, especially those receiv-
ing steroids or calcineurin-inhibitors, medications that are
known to harm the CNS [9]. In a recent case report, Camp-
bell et al. [10] described several cases of GVHD with cere-
bral vasculitis resulting in parenchymal hemorrhage. Uckan
et al. [7] have also recently reported that life-threatening
neurological complications including ICH was more fre-
quently observed in patients carrying severe acute GVHD.
In their case series, all patients who developed ICH were
complicated with Grade Ill-IV acute GVHD. In our series,
patients with severe acute GVHD (>Grade Ill) might have
an increased risk for ICH on both univariate and multivari-
ate analysis. Although further clarification is warranted,
these suggest a possible causal relationship between
severe GVHD and ICH. Radiation therapy is also thought
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TABLE Il. Univariate and multivariate analysis factors for ICH

Univariate  Multivariate Hazard
P* P** ratio {95%Cl)
Donor (unrelated/related) 0.120 0.741 0.83 (0.28—-2.48)
Radiation containing regimen 0.134 0.443 1.53 (0.51—4.59)
Prior CNS events (yes/no) 0.061 0.312 1.78 (0.58—5.40)
CBSCT (yes/no) 0.006 0.213 1.51 (0.79-2.93)
Acute GVHD grade lIl-IV (yes/no) 0.006 0.046 1.41 (1.01-1.97)
Systemic infection (yes/no) 0.0069 0.399 1.52 (0.57—4.03)
VOD (yes/no) 0.009 0.125 2.63 (0.77—9.00)

“Univariate analysis with the %2 test for categoric variables and the nonparamet-
ric Mann-Whitney U test for continuous variables.

**Multivariate analysis with the muitiple logistic regression analysis for appropri-
ate variables to evaluate the risk of ICH. Statistical significance was determined at
the .05 level. All P values were two sided. The statistical data were obtained using
the SPSS software package (SPSS 11.0 inc., Chicago, IL).

to contribute to the development of ICH {11], and the ma-
jority of our ICH patients received some form of radiation
therapy. Laboratory-proven coagulopathies, however, were
not evident in our series except for one patient (Case 5)
who developed IPH.

Consistent with previous reports, the clinical course of
patients with ICH in our series was dismal with a 5-year
overall survival rate of only 17.9%. In contrast, among the
601 patients without ICH, the 5-year overall survival was
55.8% (see Fig. 1). In our series, SAH and SDH were
observed by Day 50 after allogeneic HSCT and conserva-
tive therapy resolved the clinical symptoms in all but one
patient, with no death attributed to SAH or SDH. Colosimo
et al. [4] reported that 16 of 17 cases of SDH occurred
within 60 days after allogeneic HSCT and none were fatal.
Pomeranz et al. [6] also reported that all SDH events (13
cases per 471 HSCT cases) were observed within 42 days
after HSCT. In contrast, IPH events occurred later, with a
wide distribution of onset with a median of 122 days after
transplant and a range of 16-3,488 days. Most patients
died from their IPH event, especially those whose event
occurred early in the course of the HSCT. The cause of
this clinical discrepancy remains unclear, but may be due
to predisposing factors unique to each disease entity.

Although not statistically significant, patients with VOD
also appeared predisposed to developing ICH. This may
not be solely due to a side effect of the tissue plasminogen
activator administered with antithrombin-lll as part of the
VOD therapy. On the basis of a recent report, this combina-
tion appears to reverse the course of VOD without
increased risk of bleeding [12].

This study is limited because of its retrospective nature,
and we may have overlooked some patients with ICH, de-
spite detailed database analysis and extensive chart
review. Nevertheless, our aim was to review the clinical out-
comes of 622 allogeneic transplant patients after ICH over
a 20-year period and to provide useful insights into this
phenomenon.

Methods

Patient demographics. We retrospectively reviewed 622 patients (370
men, 252 women; median age, 37 years; range, 0-67 years) with vari-
ous diseases who underwent allogeneic transplantation at our institu-
tion. Between September 1986 and December 2006, 499 patients
received bone marrow transplantations (264 related, 231 unrelated,
four syngenic), 79 received related peripheral blood stem cell transplan-
tations and 44 patients received unrelated cord blood stem cell trans-
plantations. Their underlying diseases included chronic myeloid leuke-
mia (n = 139), acute nonlymphoid leukemia (n = 175), acute lymphoid
leukemia (n = 133), myelodysplastic syndrome (n = 83), non-Hodg-
kin's lymphoma (n = 31), severe aplastic anemia (n = 41), myelofibro-
sis (n = 5), multiple myeloma (n = 13}, and adult T-cell leukemia/lym-
phoma (n = 2).
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Figure 1. Calculation of overall patient survival with and without ICH, using the

Kaplan-Meier method.

Preparative regimen, GVHD prophylaxis, and transfusion policy.
Preparative therapy was performed according to the primary disease
and type of transplant. Generally, patients with lymphoid malignancy
were conditioned using a combination of total body irradiation (TB!) of
12 Gy and chemotherapy, including cytarabine at 8 g/m? and cyclo-
phosphamide (CY) at 120 mg/kg. TBI was performed with partial trans-
mission to the anterior—posterior eye with 33% shielding. Conversely,
patients with myeloid malignancy were conditioned using a non-TBI
containing regimen that included busulfan (BU) at 16 mg/kg and CY at
120 mg/kg. Plasma concentrations of busulfan were not monitored.
Total lymphoid irradiation (TLI, 7 Gy) was included in BU/CY regimens
in cases with mismatch or unrelated transplantation. Patients with
severe aplastic anemia were also conditioned using a TLI-containing
regimen. Cyclosporine (CyA) or tacrolimus (FK) plus short-term metho-
trexate were used for GVHD prophylaxis. FK was used in cases involv-
ing either unrelated or mismatched transplantation. Acute and chronic
GVHD were diagnosed and graded according to previously established
criteria. Prophylactic platelet transfusion was triggered when a patient’s
platelet level dropped below 20,000/pi without acute bieeding [13].

Definition of ICH and statistical analysis. On the basis of brain com-
puted tomography (CT) findings, ICH was classified as IPH, SAH, or
SDH. Ischemic events such as cerebral infarction or transient ischemic
attack were not included. Post-traumatic hematoma, meningoencephali-
tis, or abscess was also excluded. Overall survival and relapse-free
survival rate were estimated by Kaplan-Meier product-limit estimates.
The log-rank test was used to assess differences between groups of
patients with or without ICH. A multivariate analysis was done to deter-
mine the risk factors for causing ICH by the logistic regression model.
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Multiple myeloma with multiple and bulky extramedullary plasmacytomas
initial presentation

Takeshi Sawapa’, Yuho Naima!, Kazuteru Onasar, Ikuma Kato?,
Maho Mivazawa®, Mikako Nakano®, Takeshi Kosayashr', Takuya YaMASHITA!,
Hideki Axryamal!, Hisashi Sakamaxkr!

! Hematology Division, Tokyo Metropolitan Cancer and Infectious Diseases Center Komagome Hospital
2 Pathology Division, Tokyo Metropolitan Cancer and Infectious Diseases Center Komagome Hospital

3 Pharmacy Division, Tokyo Metropolitan Cancer and Infectious Diseases Center Komagome Hospital

Key words : Multiple myeloma, Extramedullary plasmacytoma

We herein describe a rare case of multiple myeloma with an aggressive clinical course and the unusual manifestation of
multiple organ involvement by plasma cells. A 58year-old man noted difficulty in walking due to progressive swelling of
his left lower limb. CT scan revealed a huge mass in the inguinal region in addition to masses located on the head, and in
the aero-digestive tract and spinal canal. The pathological diagnosis of plasmacytoma was made on biopsied specimens of
these masses, while plasma cells did not increase (5.8%) in aspirated bone marrow obtained at the same time. Serum IgG
level was 6, 387 mg/d! and immunoelectrophoresis demonstrated monoclonal IgG-kappa in the serum. Chemotherapy
with vincristine, adriamycin, dexamethasone, subsequent high-dose cyclophosphamide, and irradiation involving both
thoracic vertebral canal and inguinal regions resulted in improvement of initial symptoms. However, the patient relapsed
soon after; new lesions developed in various parts of the body, including the left thigh and body trunk. Salvage therapy
including bortezomib was no longer effective, and he eventually died 10 months after the initial diagnosis. Autopsy
revealed the diffuse involvement of plasma cells of multiple organs, including the liver, spleen, abdominal lymph node,

and bone marrow in addition to the left leg.
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TN XFEN+ANETTFV)IMEHENS.

3. AEHK

4. HIEMLZEEE

GREL I M SR I IERE IS B S SIS

L, HLESNCHET S -0mEREBE LIS W,

MELEREE LTI ETDT 724k
HBEAER (randomized controlled trial: RCT) @

Kazunori Honda, Noriyuki Katsumata: National Cancer Center Hospital EILASA & v ¥ —hdeshs

0047-1852/09/¥40/E/JCLS
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BREDIO TCHEENMEERELEZZ LN TV,
ZBEIL 60~80% & Fv.

1980 A HIMAE T TICL-PAM(A V7 7
5v), CAZ7uksZA773IF+FFy e
¥V), CAP(YZ7ukz773F+Fxune
YU VATITF V), CP(¥Y 7 uKRAT 7 IF
+YATIF V), TPORZ Y S F N+ TV RT
55 ), TC, DC(Ft 4 FEN+ANEKTS
FU)VEER ERA R VYA VBBRBORCT T
BEt SN T &7z 1980 SEFIEHIZ CABRIEE AR
THol. YATITFULEHLERTH 7
7@, CALYRT5F ¥ DHBRBRIFTHI,
CAP E#EEL o 72". L LZOBEN
D7D CAP L FF YN U2khh, CP
Eizolz®. CPETPHHEE SN, EHORERIX
TPETHENSE o720, EPHEIFERIIEL,
4 14 28 A 7 #  (progression—free survival:
PFS), &4 7583/ (overall survival: 0OS) & b i
BHECERELZ. TP & TC O LBRBIIHE O,
Hy, BE, PFS, OSEHITAEEERL,
FEUDVTPEE TP - 2% X o TTCHEEIE
WEELEZONTE -

% GOG (Gynecologic Oncology Group) %317
572 GOG182 RER T3, TCHEHIZ 3rd drug (¥
LAYFEY, FXUN, FRFA V) EEBMLE
50DV I A ELELARCTHThhh:®
A, TIL4Y)—LY FRA TV NTHHILPFSD
EREIZFD SN, 3rd drug OBMENEIZEEH
ENadol —%, BAED JGOG Japanese
Gynecologic Oncology Group) T{Th 7z 38
TEDTCE|EL /N7 ) ¥ 3 veEARS,
ANKTTF & 3IBEEKS D dose-dense
weekly TCH#EHE & 2 LB L= RCT T, dose-
dense weekly TC#EN T4 <) —x ¥ PR
A4 ¥ + O PFS OBEFR % B0 /- (median PFS
17.27% A vs 28.0 7 A, p=0.0015) = & 42008
F£DASCOCKEEEX®R) TREINLO. &
%, BAETIZ dose—dense weekly TC #ikAs
IREBIEEOBERRRL LI L L EDbN A,

5. WALEHEE
AT IR R C R FAT AR 7D

B ARGK 67 % #TI5 1 (2009)

T2, TORBIIKRE V. EHI bulky
THbIEeNEL, FTYLEOESTH5 %5
BREFMIITZ 2ol L OBMENH 3w,

ZRICMA TREDOBEARRLEFREI TR TR
WEAFE D) X 7 D58, —HTRIBD & 5 -
{eEBEOED R E . FTTStage [l - [v
OFEFITHRNALFREZIT) T LR s h
T, 12 NOEFTHREBEEDOL buzx
754 TR T, 63 ANDATRI{bE L
I BEOFBT DL EEREFMIT 2
T DMENDHBH95%XF71%)0. —F T
AL ERETRATHE»SL L L OHEL 5
B 128 NOKRGHERETHNEEOBE T
T AL EOME—O RCT 2% 5,

WEIZ6 4 7 VOTCEELRITHIFH L3IV 4
7 VORI LERE, 3V 4 7 VORI EE
EERTIESERBEINL. BAOFHBET
i, 694 7 VOWMAMLEREROEVEEIZ,
T A REEREFHEZ BT TE, HiPotimd
2%, WEROBRED P olz. LhL,
AAARAOT7+a—7 v 7 TIZOS, EREEL
i (disease —free survival: DFS) & b IZEEEIT
drol. HHETDH RCTJCOGO602) H3#ELT
FTH 5.

6. HiFbEEE

1 [B] 15 & T £ £ Z % (complete response:
CRIZASTHERITH - TH, &L DEFIIFH
BT 5720, HREEBREFAAONTE L.
GOG T HIENEE TCRIZA o IZREBINZ Y7 1)
yExbN3a—RAL12a—-XFEBMT BHLE
REMP TN 12— XDBTPFSOEER
BRDIA, OS TlEEN o729 LoTH
B CRERLEREDERTI-ZD LT
R\,

7. EBEAKREICX B

ARSI S5 L0 RO &Y ik
ErHEBTAIENTEL, YRATTTF
RN IFEUNPRFEINTE TS,
GOGI72IZ BV T+ n 2 EE R E F#HF (<05
cm) AT R RERITIE, BERRSOFSEY
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XY DEFHHIEEICKEL:. LArL
HEICHEEDEP - 727", HERCITEmE
RTHITL T I ESEOME A E W, L

VAVDYURG ERL BBRRARILETH 5.

8. HB{¥ - BRAICXHT /4%

B - BRICHT 5 salvage BB — 1912
T FFREELHEICL S RO SF
FEELUVIAVIIRIEL, 648U EDPFS
PRONIEMNIBRERO TS FF 2480 L Y
AT HREZREPHEFTE L. Zhy
T53FIRRERLERT S TIFFEERD
FEFI TITMBEMB P EELFHETF & 22 52,
e RE A 5-12 7 B, 13-24 48, 244 H
PLETRIFRIZENEN27%, 33%, 59% T,
WEZEH CRIIENENSY%, 11%, 22% T
oz, TIFF T F X NEETENR
60%, CRICES-FEMIZ25% TH-7-2. 7
BTN 7 FE NI LUNRERBEL
TWABEBITIZANKRTSF 4+ 5rrs sy
PREEEELD S AP,

=%, TIFIHEOENT TS FHEEE
VAN AR TEY, T2
D VWEHZBEIRT 5. BEITEAREISEIR
ANAE. IVER—Va VEEMREEINTE
D, BYRHEE, HHHOPFSOHREIIRD S
Na5%, XOFEEFEL, OS CHAEEICHE
HBULIAEhol. FFIN, R"rysx
2N, FEFFEN, T FRIF, FFYLE
¥V, VRTFHY, FAVIEY, FEFIT
T REVERINS. BHRIZEWIZE 5,
10-30% BETH 5.

9. KEft¥&EE

EMEMREEEE LEE 75 KBILERE
P, FECEROBECHIED -2 —X L
WARTHM SN TES. YHWOEHRIIEF
A, EFHRMEEL, RPAFICHT2HL»
XA T 4y M, Autologous Blood and
Marrow Transplant Registry (ABMTR) I & 5 &
IRABTLFBOBRIREND, BEET
REICFREIIINEBIIBWTEERE L 1TV

7R,
10. BFERERE

B4 BB THFERNEREIEASATE T
BY, BHIFaMEY > /JED rituximab R HE D
trastuzumab Z &I L { LGN TW 5, BPEE
KBWTHDFERENEIBREF SN TE TV A,
BE, PBERICHN LTS hTw a5 TFEY
#2213, bevacizumab, erlotinib 233 %. bevaci-
zumab (X ME N E IR T (VEGF) 12503 % €
Jru—FVHEAETHY, MEFEREEHC
THERXIR % R 5. bevacizumab i3, X
Wi, FERMEREIC O VW RER &, H#
REETERRBINTV3., BREPEEICHT 2
25 11 #8388% (GOG170) T bevacizumab 13 ZEx=R
17% Tho7-*. BETCHEEL DHH, BX
UHMERBEE 2 MG L -8 NI AR B (GOG218)
PEAL EO-EBRBERARE L CETPTH
%. erlotinib i LB ERF% &4 (EGFR) %
BRELEFusy 35 —FHEETHY,

EGFROMRAF O UV FF—F AL 2D

ATPHEEHLICB VT ATP L BEATHET 50
KTHoH., MM ICHT B RCT T
FHHEERMEL 3726 Lz7=9, 200741
KPETHLARBEEINTWVS. EGFRITSFEEIC
BYTH, 35-0%TRERALTWE & HiE
Pdh, FIEMEICD erlotinib DRI FEIHAFET X
5. JREMETIX, EGFRBMETH 5 = L 2R
SNIzHER - BIREN 3481 % 15 & L7 erloti-
nib BRI 512 & 2 EUHRERI TN, 2616
%) T PR, 15%1(44%) TSD DFERTH - 722,
fbHl & DBERAEE T, INETFF v (3
77U FEN)EDHERAES B L Ubevacizu-
mab & DHFFHESHIMET EN T 5. erlotinib
+bevacizumab $FHEHETIX, ChFCIcHE
FRELTHMERILSBEETH 5 2 Lo
HEINTEY, HECHEFELTWSLEN D
5%, 7z, MIEREEGEEOMRREL LT,

erlotinib & 77 v K5 % B $ 5 RCT SR
EORTC (European Organization for Research
and Treatment of Cancer) T{Thh T\ 5.
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L &I

BAREECELTIZ, BERBARERE¥:S
HEREDA, FEEBPA, FERVWADGEN
AR VEERLTWS, 40IE, ZhoD
HAFTA b, FIEEREFED S HE
IOWTEHRT AL ET A,

R E N A

SREDADERT7O—F ¥ — P ER1ITRT.
SRE M AL FERED BB T 2 EE T,
FRFEEICL) I TETHEREL, WHRFE
RERIT) L HIEENTH S, la, bTHhO
a9k grade 1 DEFNIIN L T3 EIEHE
ZLELTRABRSELIHEREL, grade2 LED L
IR ASA DRHAD A, T ETH
BEBAThHnE, WEbERELIT).

FREASANTK T B IRER 2{LER TR 5 F
VEIR L TS F A0 RRET, RENE
ORI I FENVEINESTF L OHH
B (TCHEE)THhA, BELIAVOEEBLL
T, FTI980EMR LD A TIF iz s
TAAT7IFERNFVNEY 22 7:CAP
BEOF LR SN (GOGAT)Y, £D1%CAP

L CPEE(Y 7O 7+ A7 73 R+ RATSS
F VDT v T AERBREBES TR, FEFVL
YO UEBRWTHFRIZEN 2L, CAPEED
HFHEFEEENE NI LIZL ), CPRENEE
BIRE 07D, F0®%Y XY VHANESL,
TPEE(SZ ) ¥ X2 NV+ T AT 5F ) ECPE
B0 T V¥ ALERBRBRATREIT S v, TPEEN
TEENRTHEGFRTLARICHED, TPHEE
HIEHEIBIE L 72 o 72 (GOG111¥, OV-10¢). Z D
B7SI5FFEAE LT, 190ERICVATTF
YENEHEDBERAANKT I F BB L, TC
WERIZ)IFEV+HINVETSF V) ETPE
EORBRAERRICL Y, HREERELLEHEN
(F8E, B O)PBEIEVHETHL L
5, TCEEMHRINSZ & EH2o72(GOG158Y,
AGO9).

TCEEDL IV A E, X7 X+ )V175~
180mg/m?##E (3 FfEitk5) + A VR 77+ AUC
5~6(1 BRIk S), 3~4 BEHEBT3~64% 1
IWVTHE, NIZ)IFEVDI )T T AR
VAT TFBICESTAHLBBETTH L S
h, BER SV FELeHRELLHEICY
ATIFVELRRHINETTF o ik5T 5.
Frz, NN XRENRANKTTF U ERS
5L, HR, REE mERLE
Vo o BEBER RGNS B 720, RIESLE
THb. N7 yFEVTEMEIT iz 2EE

* Gynecologic oncology.

** Kenichi HARANQ, M.D. & Noriyuki KATSUMATA, M.D.: Bl AfA & » ¥ —hatiiElg LR - BENH(S104-
0045 B ITAR S [X £54#15-1-1) ; Breast and Medical Oncology Division, Department of Medicine, National Cancer

Center Hospital, Tokyo 104-0045, JAPAN
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AR > Grade 1 —> Z@AHE
~+staging laparotomy %t 5 UF1Z > |ia, b 4f )
primary debulking surgery > Grade 2, 3 > 1b#EE
BRMERR A A 7 (3~6 41 7))
=zt
te > (3~6 %1 L)
Staging* F+4 & . —> Optimal—> {L##E
FHAfTbhigs > Sadinglaparotomy =1 . P G441 70)
SREEA A —> Suboptimal
l 5 . = {bEE*
~
Staging laparotomy K #517 > 644 1)
> CR > FEERE
fib e interval .
% 713 {E3# 8 A ——>> PR, (SD)~—>> debulking ——> L35
B surgery
‘ b mik
—> SD.PD > % 7 HAERER
1 BRI ABEIO—Fv— h
CR ! complete response, PD : progressive disease, PR : partial response, SD . stable disease

DEEFIE L, AVKTIF U CRRERGEER
\CRAET A B BERIE) & L IEEIWETH D,
XY 5L NAREI0AENCTFH X ¥ 2 20mg
BlE, 75=F750mgElE, V72 RT3
¥ 50mgi#E 0¥ 5 & v» 5 7zshort-course premedi-
cation® 479 T &S —#xkMTH 5.
EENELSEREDFT SV a e LTk FE
Y XN+ HNVERTTF 2 (DC)HEE, weekly TC
BE, AV /) Th+VATS5F U#EE, CAP
EE, CPEE, YATI5F 3 ANVKETS
FUrBRBEENSHITONE, $HIZDCEEIZOW
Tid, DCEELTCEEL v BT A5~ ¥ 41t
HBEERT, B, ENEAFHRCHEIC
X% P05 72 (SCOTROCHKER) N Z & 45,
BFIZ/8 0 ) 5 22012 X B RREHERBEH IR
SNBBEITI L TIIDCEEAYBRE L 2 5.
TCHEEIZ & 2 MEMLFEEEIC & ) REIAEEM
BONBLIKC o TETWAHP(BEELTH
B17~212°F, S4FAM33~572H), L ik
BNREBODL-ODREAPF R ENT NS, F
T, NIV FENDREHWES EIFLZ kIS
L0, IVEuEESR L HFT s iEE L

L Tdose-dense TCEEMH Y ()32 1) ¥ ¥+ )L
80mg/m?day 1, 8, 15+ 7 VR 75 F »AUC 6, 21
HZ&), JGOG30165%E% (NOVEL study) i- TH
BLoEEEATYH, cEFHMORELTL
728 BHRERTIRAA FI A4 2@ ncn
WA, SEROIEDSADEEREILZEEE 2 L
TREEAE V. RIS, BEERbEEE L, 50
ENADBEREARE I LEESEBEOHAA
F(ECIFY Y, 797787 25352
CICE VHEBMR R T BI8EETH 525,
INFETWLDDDT v ¥ LLHBHENRITH
NTE7:. BEREICHNEEABREDERED
FELGEENALNTVWAYY, EMEoME
BT A OO EEAEEY RRERT &
BAbY, $-REL2EMNCHER EAKER
120, —LIZIEE TR,
BERESAICOWTIE, WEAEICTTS
FF+ 8 XY CBHN L BEEIITh B,
PIEH LR T 20> 5 B% F TORIM (treatment-
free interval ; TFI) & BRI AT A {bEfEE

TDEFFIAEE TS LSO T WA, TR

oAU LEDBRETIETIF B2, 65
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