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Combination Therapy for Advanced Oral Squamous Cell
Carcinoma with Radiation and Bleomycin

I. Primary Tumor Regression and Early Mucosal Reaction
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Twenty-five patients of advanced oral cancers (squamous cell carcinoma) were treated with com-
bination of radiation and bleomycin in the first course of treatment, and then treated with either Ra
needle or **Au grain implantation, 2 to 3 weeks after the first course of treatment for severe mucositis.
The treatments were performed during 1975 to 1977.

In the combination therapy, external irradiation (daily 250 rad) of Telecobalt y-ray or Betatron
electron beam was given by 4 fractionations per week during 2.5 to 3 weeks (2,500 to 3,000 rad).
Bleomycin (5 mg) was injected intramuscularly about 30 min before the irradiation, giving a total of
50 to 60 mg during therapy.

In the second course of therapy, Ra needle or *®Au grain implants were employed in 14 cases
and further external irradiation was given for the remaining cases except one which had two primary

origins of cancer in the tongue and liver,
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As a result of the combination therapy, 12 primary tumors out of 25 cases markedly regressed

(more than 509, regression) and by subsequent radiotherapy, 11 primary turnors out of 24 were

completely controlled during more than 14 months of follow-up observation. The tongue cancer

in one exceptional case was controlled by the combination of radiation (3,000 rad) and bleomycin

(60 mg) alone.

Fifteen of 25 patients are still alive, while 10 patients died of cancer.

This therapy of combined irradiation and bleomycin seems to be effective on advanced oral cancers

because the local tumor control rate increased markedly.
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Table 1 Primary sites of oral cancers treated
with combination of radiation and bleomycin
(1975-1977)

! Primary Sites Number of cases
Tongue 15
Lower gum 4
Floor of mouth 4 -
Buccal mucosa ' 2
Total 25
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Table 2 TNM classification (UICC '74)
of oral cancers treated with combination
of radiation and bleomycin (1975-1977)

NO4 | N1b | N2b | N3 | Total
T1 S R
T2 2 . 1 . . 3
. T3 ™| 13 . 2 22
Total 9 14 . 2 25

—no cases had distant metastasis—

* one case had double primaries (tongue and
liver)

4 include Tla and T2a

— first course — —interval— —second course —
Radiation Brachytherapy
2,500 - 3,000 rads * Ra needle implant
. (198A“ grain )
Bleomycin
50 = 60 mg

N\

External
irradiation

Fig. 1 Treatment policy of the combination the-
rapy with radiation and bleomycin
—Bleomycin (5 mg/fraction) was injected intra-
muscularly about 30 min before irradiation—
—Intervals were mostly 2 to 3 weeks—
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Fig. 2 Results of combination therapy with radi-
ation and bleomycin
—Scored when mucositis disappeared—
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Table 3 Treatment courses and results [Alive cases]
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g ) ! TNM ' Ist course ; 2nd course l !
~ | Primary site  classification | ———- — |surgery| outcome
2 o | s radiation] BLM | | 1
k J? % (HIOC 74) (rad) )| eﬂect radlanan dose ;
1] f |51 | buccal mucosa = T3N1bMO 3,000 85 | A B(o) 2,000rad RND NED
2| f |30 tongue T3NOMO 3,000 60 | A [Ra* 6.500R . NED
3| m | 74 | buccal mucosa | T2NOMO 3,000 | 75 A ["Au 8,000R/co . NED ‘
4 | m | 63 | lower gum T3NOMO | 3,000 | 70 A [Tele®™Co| 2,900rad | - NED
5| f | 64 | tongue T3NOMO 2,250 | 45 | A [B(o) 5,000rad RIE NED
6| m |53 floor of mouth | TSNIBMO | 2,500 | 50 | A [**Au 9, oggk,m |- NED |
71 1 |62 lower gum T3N1bMO 2,800 | 70 ; A [PfAu 9,000R/co | - NED |
"8 | m | 55| floor of mouth | T3NOMO | 2,500 | 50 | O |“**Au 8,500R/co | - NED
7911 160 | tongue T3NIBMO | 3,000 | 50 | A Ra 7 200R . NED
10 | m | 35 | tongue TINIbMO | 2,750 | 50 | A [Ra* 6,500R | p|  NED
I_ ] L | N F . S——
11| f | 65 | lower gum T3N1bMO 2,800 | 40 i A Betairou| 3.,000rad ! ][Eill'l\};[)E' NED
| | e | —
12 i f | 55| lower gum T3N1bMO 2,000 |40 A Te{e‘”’Co| 3, 500rad ]gﬁ;[)E NED
—_—t ] | | !_____..' i
13| m | 49 | tongue TINOMO | 3,001 105 A Ra |8500R |y NED
] . _— %Go 4 onorad | PME ' Alive with-
14 | m | 62 | floor of mouth | T3NIbMO | 3 000 (}0 A Tele”Co! 4,000rad  RND _disease
15 | m | 40 | tongue T2NOMO 3,000 ' (;0 A Ra* 6,500R RND E]Q}];;‘es :ruh
* Qverall time (51 days) —analyzed December 1978—
f: female, m: male, BLM: Bleomycin, B (O): Betatron intraoral cone technique, Ra: Ra needle
implant, '"®Au: '"*Au grain implant, NED: no evidence of disease, Dc: death with cancer, RND:
radical neck dissection, HGE: hemiglossectomy, HME: hemimandiblectomy, PME: partial man-
diblectomy
Table 4 Treatment courses and results [Expired cases]
g : r‘;? TNM Ist course ‘ 2nd course |
° = Primary site |classification cadiation BLM ——surgery, outcome
w [ 3 = | |
& gg) 5 (UICC "74) S eﬂect‘radla“m dose : -
1| f |72 tongue T3N1bMO 2,000 | 25 A |Tele®Co| 3,000rad | - De
2 | m | 59 | tongue T3N3MO 3,000 | 50 = @ |Tele*Co| 3,000rad - | D¢
= 5 | | i[IDeath by
‘ 3| m |79 | tongue | T3NOMO 3,000 | 60 i o | ’ : liver cancer
1 4|m | G5 | tongue | T3N3MO 3,500 70 | @ ;Te]e‘“’C() 3 500rad . De
o ISalaamn | | [
! 5|m | 32 | tongue | T3NIbMO | 3,000 | 60 | A [Ra* | 6,000R Bl De
6 |m | 64| tongue | "T3NIBMO | 3,000 | & | A Ra 6,000 | -« | De
| 7! m | 36 | tongue | T3N1bMO 2,500 | 50 | A [Ra | 6,000R RND 'riDe
I 8| 1 |72/ tongue . | TSNIbMO | 3,500 | 70 . A [Ra* | 6,500R RND | Dc
| 9| m | 65| floor of mouth | T3NIbMO | 2,500 | 50 . A Tele™Co| 2,000rad : . Dc
| ‘l |
i} 10 32 | tongue TINOMO ' 3,000 | 60 [ A Ra* | 8,000R ! %EID(I;IE: De

4

""*Au grain boost was given.

#k  Score is the same as in Fig. 2.
O Primary tumor (tongue) was controlled.

f: female, m:
implant, '**Au:
neck dissection, HGE:

male, BLM:
¥ Au grain implant, NED:

no evidence of disease, Dc:
hemiglossectomy, HME: hemimandiblectomy, PME:

—analyzed December 1978—

Bleomycin, B (O): Betaron intraoral cone technique, Ra: Ra needle
death with cancer, RND: radical
partial mandiblectomy
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Table 5 Comparison of recurrence free rate
(more than 2 years) between previous cases
[1964-1974] and combination therapy cases
[1975-1977] for T3 oral cancers

1975—1977

| 19641974
Tongue 10/46 3/12
Lower gum : 8/37 3/3
Floor of mouth | 2/23 13
Buccal mucosa 1/10 111
Total 21/116(18%) | 8/19 (42%)
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