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COMPARISON OF SINGLE AND DIVIDED DAILY DOSAGE
OF CHEMOTHERAPEUTICS IN THE TREATMENT
OF PULMONARY TUBERCULOSIS*

Harukata BABA and Yo AZUMA

(Received for publication May 18, 1972)

From 1968, we are giving to our patients all the chemotherapeutic drugs once a day. Till
then, oral administrations were usually given by 3 divided dosage method. -

Clinical results and side-effects were compared between 394 cases of the divided daily
dosage group and 443 cases of the single group. The background factors of these two groups
were fast similar (Table 1).

The negative conversion rate for 3 consecutive months of the cases treated with the chemo-
therapeutic regimen for more than six months was 83.2% in the divided group and 89.9% in
the single group. The latter was slightly higher but the difference was statistically not
significant.

There were also no significant differences between the two groups in the following factors :
Primary and secondary drugs (Table 2), extent of the lesion (Table 3), number of combined
sensitive drugs (Table 4, Fig. 1), size of cavity (Table 5, 6), bacillary relapse (Table 7) and
speed of negative conversion (Fig. 2, 3).

The reasons for stopping or changing the regimen before the sixth month showed no con-
nection with the single dosage of drugs (Table 8).

The incidence of side-effects was 42 cases or 10.7% in the divided group and 41 cases or
9.3% in the single group. Although gastrointestinal disorders by ethionamide seems to be
little more frequent in the single dosage group, the difference was statistically not significant
(Table 9).

According to the section survey on the drug intake status, 81.8% of cases tolerated 10 g
of PAS once a day and 78.4% of cases tolerated 0.5g of ethionamide once a day.

In conclusion, we can say that there are no differences in clinical effects and side-effects
between single and divided daily dosage methods. The single dosage method may be slightly
superior, however in a sense that it is easier to supevise drug administration and the chance

of failure in taking the drugs is less.

* From the Nakano National Chest Hospital, 20-14-3, Egota, Nakano-ku, Tokyo 165 Japan.
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Table 1. Background Factors
gio:i;i%d Single dosage
Cases % |Cases %
S Male 262 66,5 | 323 72.9
x Female 132 33.5| 120 27.1
Original treatment case 119 30,2 | 115 26,0
Treated previously for
less than 14 days 51 12.9 71 16.0
Treated previously for
more than 15 days 224 56,9 207 58.0
F.A. 168 42,6 | 174 39.3
NTA Mod. ad. 174 44,2 | 227 51.2
Min. 52 13,2 42 9.5
Ocm 92 23.4| 105 237
~1.9 71 18,0 96 21,7
Total diameter
of cavities ~3.9 87 22,1 | 104 23,5
~7.9 88 22.3 88 19.9
8cm~ 56 14.2 50 11,3
Ocm 92 23.4| 105 237
~1.9 97 24.6 | 121 27.3
Size of
largest cavity ~3.9 117 29.7 | 128 28.9
~7.9 86 21.8 77 17.4
8cm~ 2 0.5 12 2.7
Total 394 443
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Bl e pCHEE U 4 IRBEE 352 Table 2. Sputum Negactli:znoC:}iL\;Zf;on Rate by Regimen of
i 394 fbfE, 1 [EIFX 393 1] 443 1k
ﬁ‘fé}b bo Wﬁ@ﬁ@ﬂ%}ﬁbi% 1D Divided group Single group
DR, PIETEREAL A, 2R + - }nml+} - Total
AT BAERE SRS primary drugs | 19| 203 91.49 | 222 | 10| 243 96.1% | 253
CBRARE L o Py Mse, 16| 34 68.0% | 50 12| 24 66.7% 36
Bk A E Secondary drugs| 20| 35 63.6% 55 |13 | 46 78.0% | 59
F—{tfex 6 7 B Ll 6 Ui Total ‘55'%2 %2%‘ m7b5 313 89.99 | 348
DHEifE 3 W AL BB (E ()
16) =it 4 R BE © 327 Gk 272 Table 3. Sputum Negative Conversion Rate by Extent of Lesions
83.2% wxL 1 [alffix 348 i 313 Divided group Single group
7l 89.9% T, fEtHNCIRAERE (& N ‘ _ ‘TMM N ‘ - Total
BaEk 1%) wEDI\H 1 AT
i BB () LR AR Lo - F.A. 43 98 69.5% | 141| 26 | 104 80.0% | 130
Mod.ad. | 11 | 132 92.3% | 143| 9 | 172 95.0% | 181
(1) Az Min. 1 42 97.6% 3] 0 37 100.0% 37
—RIRIET & AUk IREE 222 4,
Total i 55 ' 272 83.29% ' 327 ] 35 ’ 313 89.99 | 348
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Fig. 1. Sputum Negative Conversion Rate
among Cases Treated by Same Regimen
for More than 6 Months
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Table 4. Sputum Negative Conversion Rate by Number of
BHELWR Lo AT & T 22H Sensitive Drugs
DK E X PIOLFIREE 1 BRI — -
E‘Hﬁ*ﬂci)% (_) (LI B 2 SR T Divided group Single group
Vo + - Total | + - Total
FRAZERAE (£6) THLREMET 4 sensitive drugs 0| 2 100.0% 2
BBo 3 sensitive drugs| 11 | 183 94.3% 194 | 13 | 238 94.8% | 251
2 sensitive drugs| 19 54 74.0% 73112 | 55 82.1% 67
B OB ® 1 sensitive drug | 13| 17 56.79% | 30| 5| 13 72.29 | 18
F—{tsEx 6 » BLL L B L, B Resistant drugs | 12 8 40.0% 20| 5 5 50.0% 10
(=MELEEAOF o %o EHEE, — Not tested 0| 10 100.0% | 10
B (—) b 1 mOROPEE % ik fib Total 55| 272 83.29% | 327|35|313 89.9% | 348
DEFECEEROIE L TN TED
3L, SIREET 30 4, 1 EEAT 21 Table 5. Sputum Negative Conversion Rate by Total
Bl Bie =L 6 B L Diameter of Cavities
DEFICHLTEFREN9.2%, 6.0% Diameter Divided group Single group
T 1EFRCRLR A Te B (—) L of cavities + - Total + - Total
AT SRR R IOR LR Ocm | 4 | 74 9499 | 78| o | 8 100.0% | 86
T CREEFRMACHCORRIC g | 4 | 55 o320 | 59| 2 | s2 or.69 | 84
BRERI 2, LTEFEORS 2 HE 39 8 | 58 87.9% | 66| 10 | 67 87.09% | 7
HRpDI e Fle—UI ZURHI yem | 30 | 8 68.6% | 124| 23 | 78 77.2% | 101
AT b RCh 2R, Total 55 | 272 83.2% | 327 | 35 | 313 89.9% | 348
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of Largest Cavity 2/3 L HEDTVAHD, Wihdl
Diameter Divided group Single group @V\]Hﬁkﬁiﬁiﬁﬂééﬁf%of, b‘j‘:ﬁWC
i — BRA MG S h HBE & UTREIEA
of cavity + - Total + , - Total . o
W X 5 & DAV HREE 3 1(4.5%),
Ocm 4 74 94.9% 78 0 86 100.0% 86 1EREA P14 2%) ThY, FLIE
~1.9 6 74 92.5% 80 101 91. ;;% 1(;3 ﬁﬂi@ﬂﬂﬁié%ﬁﬁi%h%h 10.5%,
~. 0, 8 .
4&9 g Z 2%; Z ﬁ ZZ7N§ 66 8.4%, WHEHTL 15%, 2.1% TH
it % e ST, Wih b TR EE AP LTS
Towl | 55 | 272 83.25 | 327| 35 | 313 89.9% | 888 op ke,
Table 7. Bacillary Relapse from Negative Converted Cases = & A
Divided group Single group ﬂﬁ%ﬁ{ﬁk‘— I Z)Ellfﬁ?}gﬁ “CKS % k*ﬂ%ﬁ'
- + l Total - l + \ Total T5 DY N Y ) ﬁﬂ%&fg%%;ﬁij’b H b
F. A. 80| 18 18.4% 98| 90| 14 13.5% | 104 leﬁﬁ%%ﬂ?¢i<fﬁ%f¢
Mod. ad. | 121| 11  8.3% | 132 | 166 6 3.5% | 172 L 41 T HREDIERKEG L EIfF
Min. 41 1 2.4% 42| 36 1 2.7% 37 F Lk Utco SIRBEAH 394 Bk 42 O
| . ‘ )
Total | 242| 30 11.0% l 272 \ 202 \ o1 679 | 313 107% 1R 443 Gidl #19-3%
L cEERERDI. Tiobb 1EFO
Fig. 2. Speed of Negative Conversion among Fig. 3. Speed of Negative Conversion According
Converted Cases to the Extent of Lesions
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Table 8. Reasons for Stopping or Changing the
Regimen during the 6 Months Treatment

Divided group| Single group
Cases % Cases %
Side-effects 3 4.5 4 4.2
Addition of new drugs 7 10.5 8 8.4
Emergence of drug
resistance 115 2 21
Results of resistance test 26 38.8 43 45.3
Operation 14 20.9 11 11.6
Discharged and not
followed up 10 14.9 14 14.7
Died 3 4.5 6 6.3 »
Others 3 4.5 7 7.4
Total 67 95

EEOIRIEDRILA N 46.7. 26. W APz 4 H#Eic >
WORE 1 AEOEROMEFHE A T2,

PAS Z#MRH LT\ % 291 #idh 1 H 10g 1 [EIHIR
238 §] 81.8% TH Ho #JdD>b PAS %45 2 F 7213
BETHALEAZRL & 10g 1 BINIRTTALL 89.5%
I Lico PAS DFIfEH < AL-PAS & ZE L-0iT
16 Glch BH, ZD>H 13 4] 81.3% (11 H 10g 1
[ENRFTRETH Dl #DDE AL-PAS CRIME LB

225

N LA 10g 1EIFRAA L 145 fids 99 f 68.3
2 T E oo ,

Wwic 1314 TH i/ 37 fiTh 525, 1H 0.5g 1
EIAARIL 29 B 78.4% TH %o, 1321 TH {H X 4 B
FewTFhd 1I314TH ORI TEELLLDTHY,
5b2flik 0.5g 1EINRATEETH DT,

BREBRLUVICER

bhbhiXiE 43. 3. 1. bbb 25 1
H 1 BEIREFCHETTS 5 R L THERED T b B
IS MRECTHRE L 394 il RBe LT 1 443 #)
&Il Lico

A—{tgE 6 7 AL LERFAORE (—) kXK (3 7 ALk
Beagkatk) R REE 83.2%, 1013 89.9% T 1 [EIFEA
R LWL EE AT RD I ST —kE
c CRENCLREBETH Y, R, OHHBRMAIE =R
DREX, HHEER, HEMIcoRIoFRFHOL
BTH R UL EEBDIN .

BITER S IRFE 10.7%, 1[EIFE 9.3% CTHMFELD
L 1EIEAS Vo TH @ X % BREERLDTh 505
CH AR EN e, ROYANREEELE 2 bh b
PAS & X0t TH & LRIV © WrmAAE T 80%
A1 HIERERERTTHETH O,

1 EPYIREE & LTk 1960 4Eic Mad-

Table 9. Incidence of Side-effects rash O INH 400 mg o4
Divided group Single group 221 @?ﬂji&bfﬁ CHR7s b 1EEL
c Soor c S NI WCEDMERD B, TOHDOH
ide— t: ide- t .
ases 1de-effects ases ide-effects %2)~7> qiT/\“"C%iﬁh:L\fiz%& Tgo‘(
PA .19 3 0.69 . i .
Stomach disorder S 272 8 1 lf 33 2 60/0 V%o Reisner® 2jmpl, INH-PAS
TH 95 3 3.2% 84 8 9.5% 2 EHHC 1L 3 ESRICEM L
. TH 95 2 2.1y 84| 2 2.4% ERFL, FivC Hyde® FFTLA)
Liver damage
PAS | 272 | 1 0.4% | 333| o0 mFT INH o 1@ & 3 ES R CHEER
PAS | 272| 13 4.8% | 833| 11 8.3y AR EIEALLICEMRC 1EES
Fever INH | 304| 2 0.7% | 331| 2 0.6% REEZ TR D 2 RPN HTI W E
Exanthema SM 282 2 0.7y 323 2 0.6% SRATVv B, MacDonald® (345 20 [4]
TH 95| 1 1.1% 84| 0 EEREE TG ERSEE#E OB
& , D 2,339 Flic2>u~T
Psychological cs | 73| 4 559 | 4| 2 s0y HEOE AEH & <
disturbances TH 95 6 6.3% 84 1 1.2% ® INH 0.3g 4gH 18] - PAS 6g 47
Visual impai t| EB 40| 3 7.59 9| 2 229 HidE:-SMlz 6B&H. ® O ©
isual impairmen 5% 2% SM % 0.5g 63fzH, ® INH 0.3
Hearing KM 54| 10 18.5% 57| 8 14.0%  g.PAS 6g rdwfH1E, @ INH
Impairment SM | 282 1 0.4% | 328| 5 1.6% 0.3g5.PASS8g rdicEH1ME, ©
CS 73| 2 2.7y 40| 1 25% INHO0.3g.PAS12g L} wfgEHS 3
Headache TH 9% 1 11% 84| 1 1.2%  [E, D5HRTHELTERADPME
KM 54 0 57 1 1.8% PETIXED VD, RO K S VI
R | B | @[ [ w| 1w $e0=0:00 choriio
DRERBENFENDIL PAS OBENER &
Joint pains t PZA ’ 18] o ’ B 1 7.7%
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