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Radiotherapy in Combination with Misonidazole and ACNU (1-(4
amino-2 methyl-5 pyrimidinyl) methyl-3- (2 choloroethyl)
-3-nitrosourea hydrochloride)
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*Department of Radiology, Toranomon Hospital
**Department of Radiology, Institute of Clinical Medicine, University of Tsukuba
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Misonidazole and ACNU were intermittently combined one or several times with radiotherapy.
Misonidazole was orally administered with a dose of 1.5g/m? 4 hours before irradiation. ACNU with a
dose of 60mg/m? mixed with predonisolone (40 mg) was intravenously injected between misonidazole
and irradiation.

Irradiation was carried out with the fractionation of 120 rads per fraction and 5 fractions per week in
lung cancer and of 200 rads per fraction and 3 fractions per week in head and neck cancer.

Twenty lung cancer patients and 13 head and neck cancer patients were treated fron July, 1980 to
April, 1982. In lung cancer, BAI (bronchial artery infusion) of adriamycin was added besides the above-
mentioned treatment. Complete plus partial response rate of lung cancer was 85%, one year survival rate
by Kaplan-Meier’s method 65 + 10.7% and two year survival rate 39.8 + 12.2%, which were promising.
In head and neck cancer, cornplete plus partial response rate was 76.9%, and one year survival rate 67.3
+ 13.6%. Head and neck cancer contained many recurrent and many advanced stage cases.

Side effects of this treatment were nausea, vormiting and thrombocytopenia due to ACNU. These
were all transient. Any peripheral neuropathy due to misonidazole was not observed in this treatment
scheme.

The fractionation in multomodality therapy is discussed and the mechanism of chemosensitization is
bibliographically discussed.
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Fig. 1 Treatment scheme of multimodality therapy.
A single administration of misonidazole and ACNTU.
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Fig. 2 Treatment scheme of multirnodality therapy.
Several administrations of misonidazole and ACNU.
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Table 1 Treatment results of lung cancer and
head and neck cancer by multimodality therapy
with misonidazole, ACNU and irradiation.

W A
ACNURS | & f #
EPH 2 13 13
CR 8 (t ¥ 1 6(tD)
PR RL 5(15) 4(TD
NC 2(12) 5(15) 3(12)
PD 1D 2(12) 0
Beuhig 85% 46.2% 76.9% |
VEHIFE | 65+10.7% | 231+11.7% | 61.8+13.6% |
2 SRR 39.8+12.2% 17+ 7.4% - |
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progressive disease T» 5, ZE%hFX CR+PR/
2HIX100%TH 5,

i ¢ MISO i ACNU 24t L=t A&
FEGEABFIC < HX CR EGIDS -, ERhR LB
#85%, FEOFFRI6.2% TH B, Zho x2F A b
T 5 B DEMECHREND - 7o, % Iz, Fisher
DEEMRFHEETH A AlOERKRE0.024, 2%
LCOREflOEKRED0.048T, 5 BDHEHRETH
BZ2AAD B iz, Kaplan-Meier 31 k. 5 4%
Ry, FRABED 14F, 283 EhXh65+10.7%,
39.8+12.2% T, F A DO £ h 5 1323.1+

11.7%, 7.7x7.4%ThH 5, WEOLEFREEY

HAEFRHEELME H43% 215

100 —
-['II_L_L‘—L_L YIATW Y )
'k I _LL
fr - J_Lll
s ACNU®
% T
- 1
_L—L
—_ ACNUE
Ty
FE T T T T TN N N TN T S I Ll i1l
a.ls 12 18 :f!]
e Ar B

Fig. 3 Survival curves by Kaplan-Meier’s method
of lung cancer Comparison between with and
without ACNU.
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Table 2 Relationship between treatment results and stages of lung cancer.
Comparinon between with and without ACNU

Stages I m v
ACNU#E | & i f = A e A i
HEW 2 0 6 5 9 5 3 3
I % 10 0 30 38.5 45 38.5 15 23
CR 1 4 1 3(TD|0 0 0
PR 1T 2(t2 201D [4rD|2(T2)|2(T1)|1
NC 0 0 1D D| 3| 1D 1(tD
PD 0 0 1(tnj1cto 0 1(f1D)
Fighs 100 100 60 71.8 40 66.7 33.3

(1 ) AR RECEN

Table 3 Relationship between treatment results and histological types of lung
cancer. Comparison between with and without ACNU
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Table 4 Relationship between treatment results

and stages of head and neck cancer

Stage 1 i} v
EFIR | 4 (BRFL 1 8 (&% S)
CR 3I(TD 1 2

FR 1 0 3CTD

NC 0 0 3(12)

PC 0 0 0

ES LS 100 % 100% 62.5%
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Photo 1 Pancoast type lung cancer. Preirradia-
tion chest X-ray film. (13, Sept., 1980)
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Photo 2 Chest X-ray film of the same patient as
Photo 1 when brain metastasis appeared. (13,

Dec., 1982)
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Photo 3 Epidermoid lung cancer. Pretreatment
chest X-ray film. (5, Mar., 1982)
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Photo 4 Pretreatment tomogram of the same
patient as Photo 3. (5, Mar., 1982)
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Photo 5 Chest X-ray film of the same patient as
Photoes 3, 4 about 4 months after the completion
of treatment (8 months after the beginning of
treatment) (2, Dec., 1982)
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Photo 6 Probable adenocarcinoma lung cancer.
Pretreatment Chest X-ray film. (13, May., 1982)
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Photo 7 Chest X-ray film of the same patient as
Photo 6 about 1 month after the completion of
treatment. (20, Sept., 1982)
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