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Before starting collaborative and controlled clinical trials for Rifampicin (abbrev. RFP), a
preliminary study with RFP was carried out to investigate clinical effectiveness and side effects
of the drug in 50 pulmonary tuberculosis patients with cavities and drug resistance. As indi-
cated in Table 1, patients with a history of suffering from tuberculosis for more than five
years occupied approximately 809, of the total cases, and the patients classified as far advanced
by NTA classification amounted to 60%. All patients were culture positive and resistant to at
least three of the conventional antituberculous drugs, and 249, of the patients were resistant
to nine drugs. RFP was used in addition to the previous drug regimen and was administered

for six months. 450mg of RFP were given orally once daily 30 minutes before breakfast.
Results

1) As presented in Table 2, negative conversion rate by culture was 55.1% after three
months treatment and 61.79% after six months. For 36 cases which were considered to be RFP
single treatment because of the resistance to the other combined drugs, conversion rate was
pretty high ; 48.6% at three months and 52.9% at six months. In 14 cases given RFP together
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with other sensitive drugs, the conversion rate was 71.49 and 84.6%, respectively, at three and
six months of treatment. Out of the 47 cases who completed six months treatment, 18 cases
(38%) remained negative both on smear and culture for more than three months.

2) Changes in chest X-ray findings of the basic lesions are presented in Table 3.
the majority of the patients were of fibrocaseous or far advanced mixed-type cases, good
moderate or slight improvement

Since

response to chemotherapy could not be expected. However,
was obtained in 16.3% of cases after four months and 18.89 after six months. The effect on cavi-
ties is shown in Tablc 4. Moderate or slight improvement in the cavities with sclerotic
walls was observed in 14.7% and 16.6% at four months and six months, respectively.

3) Examination of bacterial sensitivity to RFP in Kirchner semisolid agar medium revealed
that 13 cases out of 17 examined had developed tubercle bacilli resistant to 5 or 10mcg/ml of
RFP after 5~6 months. Emergence of resistant strains to RFP is shown in Table 5. The
rate of strain resistant to 5 or 10mcg/m! of RFP rose to 66.7% after three to four months
and 81.39, Most resistant strains seemed to appear

when RFP was used alone or in combination with other drugs to which the bacilli were

after five to six months of treatment.

resistant.

4) No side effects were observed,

Table 6 presents changes of SGOT and SGPT values in these cases.
to be discontinued because of elevation of SGOT and SGPT.
During this period the SGOT and SGPT returned to
In another three cases elevation of SGOT and SGPT

suspended temporarily for one month.

normal and the treatment was restarted.

except elevation of SGOT and SGPT in some cases.

In one case treatment had

In two cases RFP therapy was

was observed, but the values returned to normal while continuing treatment.

Conclusions

The preliminary study has shown that RFP is a useful antituberculous agent in the treat-

ment of pulmonary tuberculosis resistant to conventional antituberculous drugs. No side effects

were noted except transient minor changes in the transaminases in a few cases.
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Table 1. Background of Treated Cases
Number of
patients, 50
Male 29 (58.0)
Sex
Female 21 (42.0)
A Less than 40 years 16 (32.0)
ge 40 years and more 34 (68.0)
Less than 5 years 10 (20.0)
i f
Duration of the | 5_10 years 12 (24.0)
More than 10 years 28 (56.0)
Chest X- ..
ﬁxelgingsray Minimal 1 (2.0)
according to Moderately advanced | 19 (38.0)
NTA classi- | Far advanced 30 (60.0)
cation
Japanese Exudative or
classification caseoinfiltrative ] 3 (6.0)
:}?;:‘;‘;“ Fibrocaseous 41 (82.0)
basic lesions | Far advanced-mixed 6 (12.0)
None 1 (2.0)
Cavities With nonsclerotic wall (6.0)
With sclerotic wall 46 (92.0)
Tubercle bacilli| Positive on microscopy | 45 (90.0)
in sputum Positive on culture 50(100.0)
Resistant to 3 drugs 5 (10.0)
Drug resistance| Resistant to 4~8drugs| 33 (66.0)
Resistant to 9 drugs | 12 (24.0)

Numbers in parentheses denote percentages.
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RIE LAV M B oy LIREERA RN CHli{beeein
¥ETHLONSH DN,

RIS OV T, SIS REBME CHERDHIE
BRI 3FILL EicftEd R L, 9 FIiCRitED L DA 24%
b b0l BB, EMIERO RAZD P\ B
ATHDoN

5) &fEhIEG

50 Blh 1 41 (2%) i3 » BH RFP DR ¥ES
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e R1EHE6 D ASET B 47 DRIV T, EfKchik
B K, ERE LEBEELADO3 DAL LB
mLichodasL, £iEM 47 FITX 18 5 (38%),

Table 2. Sputum Conversion in Treated Cases
Months 1 2 ‘ 3 i 4 ’ 5 | 6
Smear | Number of cases 45 45 44 4 | 42 42
Converted 27 (60.0)| 31 (68.9)| 28 (63.6)| 22 (50.0)| 22 (52.4)| 27 (64.3;
Total cases
Culture Number of cases 50 50 49 49 47 47
Converted 29 (58.0)| 33 (66.0)| 27 (55.1)| 26 (53.1)| 27 (57.4)| 29 (61.7)
Cases treated S Number of cases| 31 31 30 30 29 | 29
;ﬂth RtFP a}:{dh Mear | Converted 17 (54.8)| 21 (67.7)| 19 (63.3)| 14 (46.7) 15 (51.7) 18 (62.1)
rugs to whic
he bacilli Number of cases 36 36 35 35 34 34
Tl Were | Culture| U0 L orted | 21 (58.3)| 23 (63.9)] 17 (48.6)| 16 (45.7)| 17 (50.0)| 18 (52.9)
Cases treated Smear | Number of cases 14 14 14 14 13 13
;ﬂth RfP &lf:_thlfr Converted 10 (71.4)| 10 (71.4)| 9 (62.3)| 8 (57.1)| 7 (53.8)| 9 (69.2)
C.
the pacilli | Culture | Number of cases| 14 14 14 14 13 13
were sensitive Converted 8 (57.1)| 10 (71.4)| 10 (71.4)| 10 (71.4)| 10 (76.9)| 11 (84.6)
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FFRENE, LRI RS ULAS e\ BRAERERA T S B W i
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2R T AR RILF 4 IR Lichd, (LB s
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chner JERIEMH 5\ IX R HBHRRIEM CRELRTH

Table 3. Changes of Basic Lesions
on Chest Radiograms

B s %8F

ARt L T, WRPELED RFP K /T 58%
M RE Lx 71700 5 B, RFP ffigfic 13 §1(76%)
B2 HEL LAy, 0 12 il Tikof AEFIC K
F:pie { RFP HUhiame AL 5 BHIERATH D

iz it A 3ok a> T RFP it o BRI % A 5
L, #5KRTZEL, Smeg/ml LI E DR LB
XM 3~4 % J1Ii% 66.7%, 5~6 » Aicik 81.3% i
#hn Lo

4) RFP oRIfEfR

RIVEBico\VTix, MILDIEEZL->THE LI,
SGOT, SGPT fHp LAXRLICLD vV EAIZALR
F LAy, BUPERILEED b il

SGOT, SGPT {H - AMIc s+ 5 SGOT, SGPT &
HBIZE 6 IR LI ThbbBE 1 ATIIRIE2ZHAR
iz SGOT, SGPT {fis LA Lic-s, RFP %% 2
B AMKIEL, ZORBEYHMLILAHELAL
12D, itk Lo #2 L% 3 D 2 A TiX SGOT,
SGPT [RADf-#fs » BB Lic RFP DR EY

Months 2 4 6 15 ARk Lioh, FOBMELBHHLLTED,
Number of cases 50 49 48 %4, H5 B IVH6 D 3FATIRBREPC EAXRL
Markedly improved — —_ — #- SGOT, SGPT f#Hix\+¥*h i RFP EEtEPICT
Moderately improved — 1 (2.0 2 (4.2) AETRTEERCE LI,

Slightly improved 6(12.0)| 7(14.3)| 7(14.6)
Unchanged 43(86.0)| 41(83.7)| 39(81.2) 3. REBIUZE
Deteriorated 120 - - Streptomyces mediterranei 2265l h 2 H4EWE
Rif: in B ®» D D , Rifamycin SV
Table 4. Changes of Cavities with Sclerotic Hamyein SHOBRED S B 4
Wall on Chest Radiograms Table 5. Emergence of RFP Resistant Strains
Months 2 4 6 Pretreat-| 1~2 3~4 '5~6
ment | months | months ‘ months
Number of cavities 70 68 66 Number of cases 17 1 10 | 15 | 16
Markedly improved — — — examined ‘ ' !
Moderately improved — 1 (1.5)| 2 (3.0) Susceptible 17 8 5 3
Slightly improved 6 (8.6)] 9(13.2)| 9(13.6)  Resistant 0 | 2(20.0)10(66.7)113(81.3)
Unchanged 64(91.4)| 57(83.8)| 53(80.4) 5mcg/ml — 0 2 2
Deteriorated — 1 (1.5)] 2 (3.0) 10 mcg/ml — 2 8 | 1
Table 6. Elevation of SGOT and SGPT Values
Patient Sex \ Age Pr;:;;::t- 1m. ‘ 2m. | 3m. ’ 4m. l 5m. l 6m. ’ Treatment
SGOT 19 34 266 27 17 53 | 60 | Discontinued
Bl Female) 4 | gopr | s 32 27 | 11 5| 52 | 154 | at 2 months
SGOT | 13 20 12 | 10 47 | 30 | 39 | Temporarily
B Female| 39 | gépr | 7 13 9 7 100 | 39 | 39 | discontinued
SGOT 18 25 31 35 133 12 19 | Temporarily
B | Male | 67 | Gpr | 10 | 29 18 | 14 86 | 22 10 | discontinued
SGOT 22 32 29 30 46 17 29 .
- Male 67 | SGPT 30 74 69 61 77 27 48 Continued
SGOT 38 33 61 71 29 61 18 .
- Female 40 SGPT 31 20 37 96 o7 45 16 Continued
SGOT 16 — 20 20 95 21 20 .
- Female 41 SGPT 8 _ 10 11 31 13 11 Continued
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FALEAVEVWIRED DD, £ T, LA
LT Hh, Rifamycin SV oXXET, Bns
wEls Rifampicin®® HfEG iz,

Rifampicin (RFP) (3 AREA TR BT L THiV
HEAERLY™M, SM, INH L O ptRDiikiisEH &
XA wHEH e <, Dubos gfEiihd A\ ik Kirchner
EHBERIEHIC I 1 5 B/ REHILMEEL 0.5 meg/
ml ST TH»%B, Lo L Lowenstein-Jensen £% i %/)n
gt 7e L OIS TIZE DO NME A M §§ L, Smcg/ml
MR TI LD TRENBILZIhB LaBD B A T
5o

RFP 8% ERAEKIEIC b HYTH H Y010,
< v ADERMKEREET RFP oSz INH = 4
50 SM I hERTWIE W ESIRENRT VB,

RFP oz siF 2B iIzoWv T, ¥ HER
(LDg) 3FEOHE T~ AT 858mg/kg, 5 b T
% 1,668mg/kg THOT HEHIZIE L, T~ M 250
mg/kg DABRBEHENHEC1 YA LETFRL £ 72
P 5 o

AR 3\WT RFP 2 ERFICART % & PRI
Xh, 450mg 1 EH 5 2 RRE O M+ REIX 7mcg/ml
MgEL, To% RFP s b@enicEsl,
ZORBA/IBH PN, —FXRP~BE I 519,

RFP DRI g onwTit, Zh FTDL
CABBRBE S VCIEEBNLHRREIET LA L RS
Y, REDELIXFHALLDOTHSD, W Thi
RFP BB e, MEHOBEBCEHTSHLS
ExBEDHT B,

Pallanza 5% {3 14 FADffi&E 8 % RFP 450~600 mg
5T 2~5 » AMEHEL, #HHoO RFP Bsmkit4
Bl 1 flic, RFP DR 7 Gid 6 GlicEbpatEb # &
%, RFP-TH ftHD 1 FICHRERE X2 H, b &l
[13: N3 5e) =N

Nitti 5" % 53 FDfifE%% RFP 600mg i1 g
1B 5T 2~4 » BREBEL, TOMSEERCRIE
Bize s, BRXBMRCEVWTELVHEN LD
h, HEEMAb X BERBEMAE 30 BT 40%, 60 H T 62%
I LT-h, HidRGEED 46% i RFP B L
fod\wnb,

Virchow 51 | {§¥:Afis #% 26 | % RFP T 4~6 »
RAEEL, 1 flic—@ko SGOT, SGPT o &,
4 A BEDABRERNAA b hic s, BRI EIfE
Fitic{, RFP $tHOBERRKLERDOThICK L T
EHZ LE#TED T 5,
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B2 bk RFP O Tty IKE L LT, HEHH
D LSRN R LT SR i 2 1AMk 8% 50 i
MY, COURBMGRIATIC AV B R T W o kiR
RFP % nx T 6% JIMML, RFP o gy Rre HU0
WCRIERIC DWW THR# Lico RFP 21 A & 450mg %
B8R 1 BIH& 30 SANCHRE% 7.

RFP o kitzidiic s+ 5200 12 UIFC, ¥
BN RN e b R D IHIRHEEN A bl T
b bt AR RZIES A RFP MMGHRE XL D
SIEM 36 Blicisit T REGME(LRIL, 2 5} Hic 63.9
%iE L, TOHEDHREAAVBACKLRIDT
PLETLTWSA, 35 48.6%, 6 # F] 52.9% L i
Ehm\ K& /RL, RFP Lt BEUOEKR & ¥HfHLL
4ATIE3H A 71.4%, 6 H A 84.6% DML THDOr,

£E Gl D K S AL BB BUG LAt BRIB R RE
B IUELERRYAET S DTHOIDT, BWTXK
FrROt#EIZ S ¥ b W L fehoteh, 6 # A0
B A CEARET 18.8%, WEILEERFET 16.6% ICBE
L Eo##E Dbt

izt » RFP ft@EOBlico\VTix, RFP
W BICEVRIBTAY, BRPEEZEN R L
BETIL, BE3~4 5B A0 RFP EEIARRC
HBETA2HEADOLS Z LhED bR,

AFDOBIEBISWTIX, LERBERDSHZWIXT
UVAF—FERORZLRD EVbh5DT, MUDER
HHOTHEELIN, SGOT, SGPT {EH D LAFAILPHE
IZxbhnlcbistciz, BfERXED e h DT,
SGOT, SGPT f EABID 5 b, 1 fix RFP Gk
Licas, 2 ik RFP offi%% 1 ARijkkIE&kE 6 L
%2 Tkbh, fiso 3 §l Tix RFP ff#ksidic SGOT,
SGPT fHIXIEHIE L1

LA EDOR b HAXT, RFP (IERPEZEIRN L T
BhicHhELXRL, EROFEEAICTHREDI/EKDE
BHIZEHTH B, RFP ¥ HMCcAHVGEN B L i
WIESIIEHEE ERCHBT 50T, OB
BERALHRATRETLBLELORD,

4. = 3]

SHITERTFMEX 50 AlxNRE L, ZOHREHM
HBEGNC AV bR Tw oAl Rifampicin (RFP)
ML T6HAMBELT, KOZLEIFEREYBI,

RFP |21 HE 450mg *#f&H 1 @#A 30 FATICAR
B

1. BRPEHEHEOBREIIEMzAbh, OHHEH
CRENNABD O T RFP MG E 27 L5 HEER
36 Blic i} HEEEBRIEERIZ 3 H F 48.6%, 6 » A52.9
% T b, RFP L REZHOFKF L 20 A L 14 fiTix
3% A 71.4%, 6 » A 84.6% Thot,
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TR RS IR, L LRt L2 3 % ALL
B A FRE Lo iz, RFP Mgt ZicL 5 3
EGID 35% 1=, RFP LMK & © BHAND 46%
LRDLRI,

2. KoM XARfguL, BURMME & X U LRRGfL A
THLDNKRMHTHDDT, ¥ LWHEIA DR
hotehi, HBER6 A CHEAKRE TIL 18.8%, W LBz
TFTIX 16.6% ITIEELL - OB SR toe

3. KB Kirchner .3 §) %€ & %% 3y ¢ RFP 5
meg/ml Ll I S8 2R T#A kit & Thid, RFP«c
NTOIREULRA L 17 5D 55, RFP @fdic
13 B (76%) Iidt:BH B Lichd, £ 12 flE Tid
RFP MMt L 2 /s L5 BEHTH D,

RFP MM OHBBEEIZERARKL Lt bic AL, 3
~4 5 1 66.7%, 5~6 » A 81.3% Tt

4. 50 fich 6 flic SGOT, SGPT {H®D FAM AR
ot MCEIERIRED & R /g hote, SGOT, SGPT
LA BT RFP oIy ik Licb i 1 flicd Fieh
2O (e

BEDZ &<, RFP REIfEAMDILL, Rk D Hifs
BHICTHEOMEEOREBICEYTH D, BRI
BHRELTHEL BDbDLELLR B,

ARXOERILE 45 BIAXEKRFRELSKLELTHREL
1o

ABFgeic{# A L RFP (% CIBA @RSt oR it
L EDoebDThHbo L LTHELRT %0
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