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Abstract

We studied the usefulness of Kampo medicines (Ninjin-yoei-to and Juzen-taiho-to) for side effects
in chemotherapy of ovarian and uterine cancer. In this study, the 32 patients (19 cases treated with
Kampo medicines and 13 cases non-treated) received at least one cycle of CAP therapy (CDDP : 50-
75 mg/m?, ADR : 30-40 mg/m? and CPM : 150-400 mg/m?). Administration of Kampo medicines (Ninjin-
yoei-to : 7.5 g/day and Juzen-taiho-to : 7.5 g/day) was started one week before chemotherapy and
continued for five weeks. In the Kampo medicines treated group, the leucocyte count recovered to the
pretreatment level at four weeks after chemotherapy, and the platelet count recovered at three weeks
after chemotherapy. Blood urea nitrogen levels were significantly reduced in the Kampo medicines
treated group as compared with the non-treated group. But serum creatinine levels in the Kampo
medicines treated group increased more than those of the non-treated group. Clinical usefulness of
Kampo medicines for side effects of anticancer agents showed in 36.8 % of the cases as response and in
89.5 9% of the cases as slight response. These results indicate that Kampo medicines are clinically useful
to reduce the side effects of bone marrow suppression such as leucopenia, thrombocytopenia and
nephrotoxicity in gynecologic cancer chemotherapy (CAP therapy).

Key words Kampo medicines, Ninjin-yoei-to, Juzen-taiho-to, cisplatin, side effects, white blood
cell, blood urea nitrogen, bone marrow suppression, nephrotoxicity, CAP therapy.

Abbreviations Juzen-taiho-to (Shi-Quan-Da-Bu-Tang), - Kf#i#% ; Ninjin-yoei-to (Ren-Shen-
Yang-Rong-Tang), AZ#54 ; CAP, C=endoxan (CPM), A-adriamycin (ADR), P=cisplatin (CDDP).
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Fig. 1 Drug administration schedule.
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Table I Patient characteristics.

Items Categories | A group | B group |Significance
(n=19) (n=13) AvsB
mean+S.D. | 52.1+£10.7 52.5%14.2
-29 0 10 7.7%)
30-39 3(15.8%)| 10 7.7%)
Ages 40-49 2(10.5%)| 3(23.1%)| N.S.
(year) 50-59 10(52.6%)] 4(30.8%) (U-test)
60-69 3(15.8%) 2(15.4%)
70- 1(5.3%)] 2(15.4%)
1 1 0
Relapse | 0o NS.
/Metastasi metastasis 7 4 (x2-test)
etastasis x*-tes
not-recorded 11 9
curative 11 10
. non-curative 5 2 N.S.
Operation .
palliative 2 0 (x2-test)
not-recorded 1 1
Pre-cure treated 14 5 N.S.
CAP therapy| untreated 5 8 (Fisher’s)

A group: CAP therapy +Kampo medicines (NIN+JUZ)
B group: CAP therapy
N.S. : Not-significant

RBC

H emoglobin

110 9
H amatocrit

0 1 2 3 4

A (25) (25) (22) (an (11)

B (17 (17 (15) 9) 6
Week

Fig. 2 Effect of Kampo medicines (NIN+JUZ) on hematological changes by CAP therapy. Num-
bers of patients measured at each week is shown in parentheses.
A : (—o—), A group ; CAP therapy + Kampo medicines (NIN+JUZ)
B : (—e—), B group ; CAP therapy. Each value represents the mean+S.D..
% : p<0.05, %% : p<0.01, Significant difference from week 0 (Wilcoxon signed rank-test)
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Table II Effects of Kampo medicines on hematological and biochemical changes by CAP therapy.

Prevalue for Percent changes (%) after CAP therapy
CAP therapy
[ oo Y e e e L LR E LR
Item 0 ! 1 2 3 4 (week)
RBC A 364.12+49.77 : 101.43+ 7.82 97.33% 7.64 98.15+ 6.39 96.21+ 7.88
(x10*/mm?*) B 393.18+:42.10 1 100.30+ 8.48 94.41+ 6.56%% 93.37+ 6.67% 97.03+ 8.33
Hemoglobin A 11.02+ 1.13 © 101.64+ 7.28 97.83+ 7.42 98.31+ 7.07 96.42+ 9.88
(g/dl) B 11.38+ 1.16 | 101.46+ 9.47 95.38% 7.25% 94.92+ 7.77 99.72+10.48
Hematocrit A 33.74+ 3.71 ] 100.49+ 7.78 96.90+ 8.72 98.69+ 7.09 95.77+ 7.93
(%) B 35.86+ 3.43 1 99.34+ 8.38 92.78+ 6.25%% 93.28+ 6.73% 97.97+ 8.74
WBC A 44.16£15.45 : 96.11+26.09 75.141£30.17%% 75.54+31.26%% 101.60+42.05
(X 10?/mm?) B 45.59+13.17 | 118.82%45.68 91.80+42.27 57.76+19.70 * 70.78+21.54
Platelet A 23.30+ 6.08 ' 88.79+19.82%% 93.53+26.46 99.39+28.53 93.90+35.33
(X 10"/mm?®) B 24.81+ 7.51 : 94.98+23.42 80.69+28.57% 96.54+22.31 99.74+16.84
BUN A 13.75+ 4.37 : 120.51+47.93 85.99+33.74% 103.50+36.44 94.92+21.97
(mg/dl) B 13.31+ 4.32 | 122.63+38.40 122.48+44.32 109.96 +39.56 154.85+102.2
$% (A vs B) % (A vs B)
Creatinine A 0.81+ 0.19 Z 105.70%11.33# 95.93+ 8.83% 102.71+13.98 102.12+15.57
(mg/dl) B 0.65+ 0.09 ' 106.32+23.32 110.23+28.42 109.79+24.45 111.79+33.86
% (A vs B)

All values represent mean+S.D.. Week 0 is expressed measured value. Values on week 1, 2, 3 and 4 are
expressed as the percent changes (%) against the value on week 0.

%, %% : Significant difference from the week 0, p <0.05, p <0.01, respectively (Wilcoxon signed rank-test).
A vs B: A group vs B group, * : p<0.05, ¥ : p <0.01, (Mann-Whitney U-test). For numbers of patients
measured at each week, see Fig. 1 as shown in parentheses.

A group : CAP therapy + Kampo medicines (NIN+JUZ), B group : CAP therapy
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Fig. 3 Effect of Kampo medicines (NIN-+JUZ) on bio-

chemical changes (BUN, creatinine) by CAP therapy.
Numbers of patients measured at each week is shown in

parentheses.
A (—2—), A group ; CAP therapy +Kampo medicines
(NIN+JUZ)
B: (—e—), B group ; CAP therapy. Each value repre-
sents the mean+S.D..
% 1 p<0.05%% : p<<0.01, Significant difference from week
0 (Wilcoxon signed rank-test), x : p<0.05, ¥% : p<0.01, A
group vs B group (Mann-Whithey U-test).

EE I D b NG 5 72,
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o712,
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AN (p<0.05),

5. BEER

L HBHE, BENR, L - R RS o
BB LN 720, IERDFEBIREES2 AR BRICD
WY % &, MRS AR T, A B BRI
BB o Liv, miticERETESONLL -
770 HREERTRD BAAROREFE OBAGIZBER - BEEMLL,
M 2[X4E L7z (Tablelll),

Zoff, Wi, %, FEOLUN, BE EHE
0, HHE FEL CHPER SIS BREESRIC DV T
i, FEHERS LR, WEICHL AL ERIRO LN
tff)"a 7:0

F 72, PUEEMRICINT 2HBIIRHICALNT D -
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6. EIfEM

BE5HEPIC B CAREICERT 2 L BN sFFidd
NEEVERIZAL L - 72,

7. BBERAIERME (EAFRRIREE)

BRI GBEOAHMER B CHH) 16 (6.3
9%), "7 DA, 64 (31.6%), "G 106 (52.6
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B> 89.5 % TH Y, BIFEHBRIC ARSI H NI,

Table III Effects of Kampo medicines on adverse drug reaction caused by CAP therapy.

1 week after administration 2 weeks after administration
Symptoms | Groups | Reduced & | Aggravated | Estimation |Reduced & | Aggravated | Estimation
Prevented Prevented
aggravation aggravation
A 4 15 13 6
General NS. N.S.
fatigue B 7 6 12
A 4 15 15 4
Anorexia N.S. N.S.
B 5 8 13 0
o A 9 10 16 3
Vomiting ® NS
B 11 2 13 0

% . p<0.05, N.S.: Not-significant (Fisher’s exact probability test)
A group : CAP therapy+Kampo medicines (NIN+]JUZ)

B group : CAP therapy
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