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vascular endothelial growth factor (VEGF) basic

fibroblast growth factor (bFGF)
2

Singhal ¥
4)
smoldering myeloma indolent myeloma
) 100
200mg 600 800mg 50% M (partial
response) 35% 2 63%
QOL
TD
679 40mg 20mg/m?
64 2% 10 20% (complete response)
12 25%
D VAD
200mg 50 100mg



1)

2)

10

11

80%
9)

Italian Multiple Myeloma Study Group

MP 100mg (MP-THAL) 31 90%
22% 10
(T-VAD Doxil) 74% 1
10%

D "Amato RJ et al.: Thalidomide is an inhibitor of angiogenesis. Proc Natl Acad Sci USA 91:
4082-4085  1994.

Hideshima T et al.: Novel therapies targeting the myeloma cell and its bone marrow
microenviroment. Semin Oncol 28: 607  2001.

Singhal S et al.: Antitumor activity of thalidomide in refractory myeloma. N Engl J Med 341:
1565  1999.

Dimopoulos MA et al.: Treatment of plasma cell dyscrasias with thalidomide and its
derivatives. J Clin Oncol 21:4444-4454  2003.

Rajkumar SV et al.: Thalidomide as initial therapy for early-stage myeloma. Leukemia 17:
775-779  2003.

Weber D et al.: Thalidomide alone or with dexamethasone for previously untreated multiple
myeloma. J Clin Oncol 21:16-19  2003.

Rajkumar SV et al.. Combination therapy with thalidomide plus dexamethasone for newly
diagnosed myeloma. J Clin Oncol 20:4319-4323  2002.

Cavo M et al.: Primary therapy with thalidomide and dexamethasone in preparation to
autologous transplantation for multiple myeloma. Blood 102:448a 2003 (abstr 1635).
Niesvizky R et al.: Dexamethasone alone  or in combination with low-dose thalidomide as
induction therapy for advanced multiple myeloma  and the effect of the addition of
clarithromycin (Biaxin™) on response rate. Interim results of a prospective  sequential
randomized trial. Blood 102:237a 2003 (abstr 832).

Palumbo A et al.: Oral melphalan  prednisone and thalidomide for newly diagnosed
myeloma. Blood 102:148a 2003 (abstr 509).

Zervas K et al.: Primary treatment of multiple myeloma with thalidomide  vincristine
liposomal doxorubicine and dexamethasone (T-VAD Doxil): A phase Il multicneter study.
Blood 102:450a 2003 (abstr 1643).
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100mg/ 200mg/
Singhal
! 84
200mg/
200mg 800mg 86 400mg/
800mg/ 55 80
partial response:PR 24% minimal response :MR
32 1 58
event-free survival 22% Barlogie 169
2 48 20% 2
30 4
1.0
0.3 1
: -
© Alive
+ 061
2
o 0.4 1
o 7 Event-free
0.2 1 _w
L8 L] ] L L] ] L] L
0 3 6 9 12 15 18 21 24 27
Months
Copyright 1999 Massachusetts Medical Society. All rights reserved.

Translated with permission.

- 11 -




Durie 50 400mg 200mg/ 36

25 >
2000 8 2003 7 73
34 47
27 37 12 16
+SD 111.0431.5mg/ 204.8+86.75mg/ 163.0+
95.15mg/ 400mg/
29 (MR) 50
Progression Free Survival 10.3 Overall Survival 24.1
6)
30
400mg/
100 200mg/

6)

Singhal S et al.: Antitumor activity of thalidoide in refractory myeloma. N Engl J Med 341:
1565  1999.
Barlogie B et al.: Tricot G. Thalidomide in the management of multiple myeloma. Sem Hematol
38:250-259  2001.
CavenaghJ  Oakervee H: Thalidomide in multple myelma: current stts ad future prspects. Brit
J Haematol 120: 18-26  2003.

. Thalidomide . 44:302-312  2003.
Durie BGM. Low-dose thalidomide in myeloma: Efficacy and biologic significance. Sem Oncol
29:34-38  2002.

45:468-472 2004
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1) Anagnostopoulos A et al.: Thalidomide and dexamethazone for resistant multiple myeloma. Brit J
Haematol 121:768-771 2003

2) Coleman M et al.: BLT-D(clarithromycin Biaxin  low-dose thalidomide and dexamethzone)
for the treatment of myeloma and Waldenstr m’s macroglobulinemia. Leukemia and Lymphoma
43; 1777-1782 2002

3) Srkalovic G et al.: Use of melphalan thalidomide and dexamethazone in treatment of
refractory and relapsed multiple myeloma. Med Oncol 19; 219-226 2002

4) Kropff MH et al.: Hyperfractionated Cyclophosphamide in combination with pulsed
dexamethazone and thalidomide (HyperCDT) in primary refractory or relapse multiple myeloma.
Brit J Haematol 122; 607-616 2003

5) Lee C-K et al.: DTPACE: An effective  novel combination chemotherapy with thalidomide for
previously treated patients with myeloma. J Clin Oncol 21; 2732-2739 2003

6) Dimopoulos MA et al.: Thalidomide and dexamethazone combination for refractory multiple
myeloma. Ann Oncol 12; 991-995 2001

7) Palumbo A et al.: Low-dose thalidomide plus dexamethazone is an effective salvage therapy for
advanced myeloma. Haematologica 86; 399-403 2001

8) Hussein MA et al.: Doxil(D) vincristine(V)  decadron(d) and thalidomide(T) (DVd-T) for
relapsed/refractory multiple myeloma (RMM)  abstract Blood 100;abstract 1566 2002

9) Myers B et al.: Thalidomide and low-dose dexamethazone in myeloma treatment. Brit J
Haematol 114; 241-246 2001

10) Weber DM et al.: Thalidomide alone or wit dexamethazone for multiple myeloma. Blood 94;
604a 1999

11) Mohler TM et al.: Salvage therapy for multiple myeloma with thalidomide and CED

chemotherapy. Blood 98; 3846-3848 2001

12) Tosi P et al.: Rapid response and early relapse after thalidomide plus dexamethazone salvage
therapy in patients with advanced and refractory multiple myeloma. Blood 98;163a 2001

13) Abonour R et al.: A phase Il study of oral Cyclophosphamide thalidomide and prednisolone
(CTP) for patients with relapsed or refractory multiple myeloma  a Hoosier Oncology Group
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(HOG) Trial: HEMO01-21. Blood 102; 453a-454a 2003

14) Hovenga S et al.: Combined thalidomide and Cyclophosphamide treatment for refractory or
relapsed multiple myeloma. A prospective phase I-11 study. Blood 102;686a 2003

15) Garcia-Sanz R et al.. The combination of thalidomide cyclophosphamide and
dexamethazone (ThaCyDex) is feasible and can be an option for relapsed/refractory multiple
myeloma. Hematol J 3; 43-48  2002.

16) Alexanian R et al:. Consolidation therapy of multiple myeloma with
thalidomide-dexamethazone after intensive chemotherapy. Ann Oncol 13; 116-1119  2002.

17) Santos ES et al.: Thalidomide effects in the post-transplantation setting in patients with multiple
myeloma. Hematology 9; 35-39  2004.

18) BarlogieB et al.: High-dose therapy and immunomodulatory drugs in multiple myeloma. Semin
Oncol 6(Suppl 17); 26-33  2002.

19) Tosi P et al.: Salvage therapy with thalidomide in multiple myeloma patients relapsing after
autologous peripheral blood stem cell transplantation. Haematologica 86; 409-413  2001.
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Barlogie

1 ) (1)
)
3) 4 NCI-CTC
gradel 2 ( 1
3-4
30%
2 5% B
3)
73 grade2 35.6%
17.8% 9.6% 8.2% 6.8% 5.5% 5.5%
4 38
100-400mg 82% 58% 63% 47%
47% 24% 21%( 4 ) 18%
18% 13% % NCI-CTC grade3
10 5 1
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International normalized ratio 2 3

6)

21 -

grade3
6)



C (activated protein C resistance)
9)
4,5,10,11) 400mg
C
2
( ) (% )
(200-800mg) 169 (2%) Barlogie ( )
(200-800mg) 17 (0%) Kneller ( )
(200-800mg) 23 (0%) Juliusson ( )
(100-400mg) 44 (0%) Kakimoto ( )
(200-800mg)+Dx 50 (12%) Rajkumar ( )
(200-400mg)+Dx 44 (7%) Dimopoulos ( )
(100-200mg)+Ad+Dx 15 (27%) Osman (MSKCC)
+Dx+VCR+VP16+CDDP 50 (28%) Zangari ( )
(100-300mg)+Dx+CTX+VP16+CDDP 14 (21%) Urbauer ( )
(200-400mg)+CD20*1 10 (20%) Urbauer
DT (400mg)-PACE 192 (16%) Zangari ( )
DCEP-T (400mg) 40 (2.5%) Zangari
Dx, ; Ad, ( ); VCR, ; VP16,
CDDP, ; DT-PACE, + + + + + ; DCEP-T,
+ + + + ; MSKCC, )1
44:302, 2003
Barlogie 16%
800mg
grade3 (toxic epidermal necrolysis: TEN)
12)
200mg

4,11,13)
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rade3 1000-2000/ G-CSF
9

grade4 (500/ ) G-CSF
(500/

Eastern Cooperative Oncology Group

CD34
9)
24
CD34
14)
CD34
15,16)
200mg
grade 1 2
grade3
grade3
G-CSF grade4
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1) Singhal S, et al: Anti-tumor activity of thalidomide in refractory multiple myeloma. N Engl J Med
341:1565 1571, 1999.
2) Badros HZ, et al.:Hypothyroidism in patients with multiple myeloma following treatment with
thalidomide. Am J Med 112:412 413,2002.
3) Cavenagh JD, Oakervee H: Guideline Thalidomide in multiple myeloma:current status and future
prospects. Br J Haematol 120:18 26, 2003.
4) :

45:468 472, 2004.
5) Hattori Y, et al.: Plasma Concentration of Thalidomide and Clinical Efficacy in Patients with
Multiple Myeloma. Blood 104:689a, 2003.
6) Barlogie B.:Treatment of multiple myeloma. Blood 103:20 32,2004.
7) Tseng S, et al.: Rediscovering thalidomide: A review of its mechanism of action, side effects, and
potential uses. J Amer Acad Dermatol 35:969 979, 1996.
8) Zangari M, et al.. Thrombogenic activity of doxorubicin in myeloma patients receiving
thalidomide: implications for therapy. Blood 100:1168 1171, 2002.
9) Dimopoulos MA, Anagnostopoulos A, Weber D.: Treatment of plasma cell dyscrasias with
thalidomide and its derivatives. J Clin Oncol. 21:4444 4454, 2003.

10) :
43:1045 1049, 2002.
11) : 44:368
374, 2003.

12) Rajkumar SV, et al.: Life-threatening toxic epidermal necrolysis with thalidomide therapy for
myeloma. N Engl J Med 343:972 973, 2000.

13) Hattori Y, et al.:Thalidomide Induced Severe Neutropenia during Treatment of Multiple
Myeloma. Int J Hematol, 79:283-288, 2004.

14) Ghobrial IM, et al.:Effect of thalidomide on stem cell collection and engraftment in patients with
multiple myeloma. Bone Marrow Transplantation 32:587 592, 2003.

15) Munshi N, et al.: Peripheral blood stem cell collection after CAD+G-CSF as part of total therapy
Il in newly diagnosed multiple myeloma: Influence of thalidomide administration. Blood 94:578a,
1999.

16) Pitini V, et al.: Thalidomide as salvage therapy for VAD-refractory multiple myeloma prior to
autologous PBSCT. Bone Marrow Transplantation 31:1065, 2003.
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1997 FDA
79.7 104.8%
75.3 102.6%
phthalimide  19%

John C, et al.: Liquid Chromatographic Determination of Thalidomide in Tablets Capsule
and Raw Materials. J.AOAC.Int. 80: 767-773, 1997

Talizer(Mexico) 2001.1.18
1 2 3
mg (%) (%) (%) (%)
1 198.0 89.95 88.50 88.34 88.93
2 201.7 91.23 89.50 89.50 90.08
3 197.9 92.87 92.99 92.93 92.93
4 197.8 91.38 89.37 89.45 90.07
5 193.8 89.88 87.76 87.92 88.52
197.8 90.11
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