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Table 1 Patients studied

| Evaiuated | Evaluated
Lisea<es Entered | Exclusion | Drop-cut |for clinical | f .r side
| effects effects
CML 51 P8l 51
CMIL-BC 11 6 | s | s
\ML 3 1 1o 1| 2
CMMaL 1 i 1 1
"o\ cythemia vera 18 1 1 16 18
Thrombvcythemia 15 15 15
Malignant lymphoma 5 1 1 3 4
Myeloma 9 1 8 9
Plasmacytema 1 1 0 0
Total 114 3 11 100 108
Table 2 Reason for exclusion and drop-out
Poly- Ma'lignant lasma- :
Terms CML-BC | AML | cythemia | | 1gna Myeloma ETotal
lymphoma cytoma |
vera | !
i |
Influence of previous therapy 1 ' bl
Exclusion —
Administration to patient in remission 1 1 i ! 2
| |
Influence of combination therapy 2 1 1 i 1 1 1 6
|
Drop-out | Early death (earlier than 4 weeks) 2 1 ! \ 3
Short administration period 2 | 9
(earlier than 3 weeks) i
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Table 3 Backgrounds of patients evaluated for clinical effects
Diseases Poly- ig-
S CML gzn' AML | CMMoL cyt:emln :;:::Tnll): nMa;ltlﬂ Myeloma | Total
Backgrounds vera lymphoma
- Male 3| 2 1 1 8 7 2 3 57
Sex Female | 18 | 3 8 8 1 5 | 43
~30 9 0 9
31~50 25 1 3 5 2 2 41
[Aﬂ 51~70 16 9 5 1 5 38
' n~ 1 1 4 5 1 12
0 26 7 5 38
1 20 1 7 8 2 38
P.S. 2 4 1 1 2 4 12
3 1 4 1 1 1 2 10
4 1 1 2
No 37 1 11 13 6 68
t*;:’a‘:;‘s g Nitresourea | 5 | 2 3 10
Others 9 3 1 2 3 2 22
Combination No 49 3 1 16 14 3 8 94
therapy Yes 2 1 1 6
~50 1 6
Single 70 14 4 1 8 7 4 38
dose 90 27 1 1 8 3 1 4 45
(mg/m?) 120 4 2 2 8
160 1 2 3

P.S.: grade 0—fully active, able to carry on all pre-disease performance without restrictions;
grade 1—restricted in strenuous activity but ambulatory and able to carry out work of a ligh and sedentary

nature, eg, light house work or office work ;

grade 2—ambulatory and capable of all self-care but unable to carry out any work activity, up and about more

than 50 % of waking hours;
grade 3—capable of only limited self-care, confined to

bed or chair more than 50 % of waking hours;

grade 4—completely disabled, cannot carry on any self-care, and totally confined to bed or chair.
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Table 4 Criteria for the Evaluation of Response to Therapy of Polycythemia Vera and Thrombocythemia
Diseasts Polycythemia vera Thrombocythemia

Laboratory test Laboratory test [.aboratory test Laboratory tegt
Evaluation values or , values, or . values or 5 values or B
- Score Sco! ,
Findings terms improvement core improvement Score improvement re improvement Soore
scale scale wcale wale
1 Hematocrit £47% 30 £55% 15
ljlen?atologlcal 2 WBC <8.000 20 £12,000 10
findings
3 Platelet £30%10 10 6010 5 245710 60 S90X10° | %
Nucleated s15x100 | 10 | 3010 5 si5-100 | 10 | zaxaet | s
Marrow cells
findings .
Megakaryo 150 10 S300 5 £150 10 230 5
cyte
_— Significant
Spleno- b:gmfl‘cant Minor reduction eni 1'can Minor reduction
Physical reduction reduction
. y?lca megary (1/3 or more) 10 |(less than 1/3) 5 |(1'3 or more) 10 |(less than173) | 5
flndmgs 6 ................ 's'i - .n-i-ﬁ-ché;{[ """""""""""""" 'S'lé;l‘li ;C‘;;\‘t """""""""""""
g . Minor reduction . Minor reduction
Hepatomegary | reduction reduction
. . No symptoms or
j Mod No symptoms or Modera
Subjective |, Main definite 1o |Moderate 5 | definite jo |odere 5
symptoms symptoms . improvement . improvement
improvement improvement

Score and evaluation : Score each term of each findings and ¢valuate response in total score.

=280 points :

excellent effect

Note

1 : Score each findings on the hematological and marrow findings
only at the time of clinical evaluation, regardless of the pre-

Evaluation 260 points : moderate effect
=40 points : minor effect treatment values.
<40 points | no effect Note 2 : If the physical findings and the subjective symptoms are absent
both at pre-treatment and at the time of clinical evaluation,
exclude these terms.
Note 3 : If there is excluded term, apply for scoring, Criteria for the
Evaluation of Remission to Therapy of Chronic Myeloid
Leukemia by KiMura.
Note 4 : If one of peripheral findings No. 1,2 and 3 is excluded, judge
it unevaluable.
Table 5 Clinical effects ():%
Terms Complete Partial
Evaluat, . artia
valuated remission remission No effect
. (Excellent (Moderate (Progressive
Diseases effect) effect) (No change) disease)
CML 51 42 (82) 3(6) 6 (12)
CML-BC 5 1 (20) 0 4 (80)
AML 1 0 0 1
CMMoL 1 0 1 0
Malignant lymphoma 3 1 (33) 0 2 (67)
Polycythemia vera 16 6 (38) 8 (50) 2 (13)
Thrombocythemia 15 13 (87) 1(7) 1(7
Myeloma 8 0 5 (63) 2 (25) 1 (13)




voL. 39 NO. 3

CHEMOTHERAPY 278

LE@nB 3, 1612 GANU B 1,140 mg DNk
spokEMic MCNU 23 8 EIf 960 mg 45 S h il
¢BUNGdmg/dl, 2v7¥=v T.2mg/dl ¥T LR
L, #hedikLio 5 10k BUN29mg/dl, 7 v
74=v 2.Tmg/dl 2EEOWMETH -1, 1 B
BRicAs LEIERIR 5 120mg/m? LlETIX 90
mg/m? LFO S ORRTLLRRAE M\ RN 4

Bihte (Table 11),
IV. % ®
Lk MCNU o8R8 R¥H:R A3 % Phase II
study DORMICOVTR~NIz, CML, Xi:Himss, fi)s
BUSIEITOW TR SN E COME &IISH LV R
WHRABD ORI, SEIEIZEhE TOMED LD
ORERS sk L MCNU i X 388D a v+ » — AN

Table 6 Clinical effects classified by previous therapy ():%
Terms Pmﬁou:herapy Evaluated Complreet:lission P.ﬂ:iax!emisaion No effect
(Excellent (Moderate
Diseases effect) effect)
No 37 33 ( 89) 1(3) 3(8)
CML Yes Nitrosourea 5 3 (60) 2 (40) 0
Others 9 6 ( 67) 0 3 (33)
No 11 5 ( 46) 5 (46) 1(9)
Polycythemia vera Nitrosourea 3 1(33) 2 (67) 0
 Others 2 0 1 (50) 1 (50)
No 13 11 ( 85) 1(8) 1(8)
Thrombocythemia Nitrosourea 0
* Others 2 (100) 0 0
Table 7 Clinical effects classified by single dose ():%
Term Sin.;le dose Evaluatedl complr?;ission 1.)mtial!emission No effect
) (mg/m?) : (Excellent (Moderate
Diseases effect) effect)
~50 5 5 (100) 0 0
70 14 13 ( 93) 0 1(7)
CML 90 27 21 ( 78) 2(7 4 (15)
120 4 2 ( 50) 1 (25) 1 (25)
160 1 1 (100) 0 0
70 8 3 (38) 4 (50) 1 (13)
Polycythemia vera
90 8 3(38) 4 (50) 1 (13)
~50 1 1 (100) 0 0
70 7 5(71) 1 (14) 1(14)
Thrombocythemia 90 3 3 (100) 0 0
120 2 2 (100) 0 0
160 2 2 (100) 0 0
Table 8 Clinical effects in CML classified by Phi chromosome ()%
Phi chromosome Evaluated Complete remission Partial remission No effect
+ 30 25 ( 83) 2(7) 3 (10)
- 3 3 (100)
Unknown 18 14 ( 78) 1(6) 3(17)
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Table 9 Time and dosage inducing remission and controlled time () :range
Induction to remission Controlled Mcan admxmrtn tion
Discances Effects time (days) interval during
Time(days) Doscs(mg) controlled time (days)
o Complete remission 58 371 >448 >78
(n=42) (6~244) (60~1,210) | (0~1,156) (0~347)
CML
Partial remission 131 500 >166 >65
(n=3) (14~245) (100~900) (28~378) (28~92)
Excellent effect 69 188 >419 >114
(n=6) (21~155) (90~270) (0~1,09) (0~178)
Polycythemia vera
oveyihem Moderate effect 98 248 >392 >143
(n=8) (22~327) (100~500) (65~958) (65~287)
Excellent effect 38 208 >325 >152
(n=13) (21~106) (100~400) (42~1,287) (42~449)
Thrombocythemia p
Moderate effect n7 450 >817 >163
(n=1)
Table 10 Side effects
Terms No. of patients Grade®
(%) 1 2 3
Erythropenia (anemia) 4(4)
Hematological Leukopenia®*® 4 (31) 1 2 1
Thrombocytopenia®*® 4 (31) 1 3
GOT1? 1(1) 1
GPT1 2(2) 1 1
Gastrointestinal Nausea and vomiting 23 (21) 15 7 1
Diarrhea 1(1) 1
Anorexia 5(5)
BUNT 2(2) 1 1
Urinary Creatinine 1 2(2) 1 1
Hematuria 2(2) 2
Tinnitus aurium 1(1)
Others General fatigue 1(1)
Fever 1(1 1
. Patients evaluated
Incidence rate 37/108 (34) for sde effects : 108

* By the formula of side effects in Criteria for the Evaluation of Response Reinforcement by Chemotherapy in
Solid Tumor Patients by Kovama and Sariro.

** Analyzed 13 patients with malignant lymphoma and myeloma.
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Table 11 Side effects classified by single dose ()%
No. of patients classified by single dose Total
Side effects No. of
~50mg/m' | 70mg/m® | 90mg/m* | 120mg/m? | 160mg/m® | patients
Erythropenia (anemia) 2(5) 2(4) 4(4)
Hematological | Leukopenia® 2 (40) 1(17) 1(50) 4 (31)
Thrombocytopenia® 1 (20) 1(17) 2 (100) 4 (31)
GOT? 1(3) 1(1)
GPT 1t 1(3) 1(2) 2(2)
Gastrointestinal | Nausea and vomiting 1Q7) 9 (23) 9 (20) 2 (20) 2 (33) 23 (21)
Diarrhea 1(2) 1(1)
Anorexia 4(9) 1 ( 10) 5(5)
BUNt 1(3) 1(2) 2(2)
Urinary Creatinine 1(3) 1(2) 2(2)
Hematuria 2 ( 20) 2(2)
Tinnitis aurium 1(17) 1(1)
Others General fatigue 1(3) 1(1)
Fever 1 ( 10) 1(1)
. 2/6 14/40 13/46 6/10 2/6 37/108
Incidence rate () (35) (28) (60) @) | (30
*Analyzed 13 patients with malignant lymphoma and myeloma.
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CLINICAL PHASE Il STUDY OF MCNU (RANOMUSTINE)
IN HEMATOLOGICAL MALIGNANT DISEASES
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We performed a phase I study of MCNU in hematological malignant diseases. MCNU was given
i.v. at a dose of 50~160 mg/m? with intervals arranged in consideration of the counts of both white
blood cell and platelet, and the interval applied for chronic myeloid leukemia was mostly 1~3 months.
In 51 patients with chronic myeloid leukemia, the complete remission rate and controlled time were
829% and greater than 448 days. In 16 patients with polycythemia vera, the effective rate and control-
led time were 88% and greater than 404 days. In 15 patients with thrombocythemia, these were 93%
and greater than 360 days. One case of complete remission was obtained out of 5 patients with
blastic crisis of chronic myeloid leukemia. And 5 cases of complete remission were obtained out of 8
patients with chronic myeloid leukemia who were previously treated with busulfan.

Side effects of MCNU were reversible nausea and vomiting (21%), liver toxicity (2/108), and renal
toxicity (2/108). Hematological toxicity was leukopenia and thrombocytopenia (31%) in patients with
malignant lymphoma and myeloma. Reliable effects and long controlled time were obtained by
MCNU administration against previous myeloproliferative disorders. MCNU, though given by injec-

tion, may be as convenient as oral drugs in view of the long interval of administration like once in
several months.



