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TREATMENT OF TUBERCUROSIS WITH

ME THYL—PROMIZOLE

By Tadamasa  TOZUKA,  Aflasuto  TOBA, Toshiyuki

KARASAWA, Nobumasa NAKAMURA

and Yoshinori HARA

(Clinic of Internal Medicine directed by Prof.  TO
ZUKA, Faculty of Medicine, Shinshu  University.

 Inhibition of the growth of tubercle bacilli in vitro and in vivo was  atte-

:,npted using  1Viethylpromizole  (Mp).  * MP was used alone or with Strepto-

mycin (SM) for 16 patients with acute miliary tuberculosis, tuberculous 

meningitis and pulmonary tuberculosis unsuitable for  collapse therapy or 

cases which had become worse  after Lucite Ball Plombage. The following 

clinical experiments were made: measurement of content of MP in blood by 

the modified method of Bratton Marshall, Slide Cell Culture of tubercle bac-

illi, and phagocytosis. 

  A series of Sauton's culture fluid (P. H. 7. 2) was set up to include MP 

diluted to various concentrations of 1  :1,000-1  :2,048,000. Into each tube 

was put exactly  lmgm of  tubercle bacilli  (Frankfurt strain). These were 

cultured for 5 weeks at  37°.C. The growth of the tubercle bacilli was com-

pletely inhibited in concentrations of  1:1,000--  1:32,000  (  1:32000 contains 

MP  3.125mgm per  100c.  c.  ). The growth was fair in dilutions  62,000x-2,48 

 0,000x  . (Table I and  ) 

   Table 
                 Inhibition of growth of  Tubercle bacilli in Vitro 

 Interval cultured 
         MP. content 

                    1Week 2Ws  3Ws  4Ws 

 1000  x  —  — 

 2000x 

 4000  x 

 8000x  —  — 

 16000x  —  —  I  —  -- 

     * * 32000 x1———— 

  * Supplied by the  courtesy  of Chugai pharmaceutical Company . 
 1  

    32000gm  Per  c. c.  =3.125mgm Per  100c.c. 

*
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　　Animal　Experiment：　’　．
ゴn曲experi舳t　g曲6・pig・磁・・e圭nfect・d師bht・n・・u・ly・in・th。　g，。三職

with　tub’　ercle　bacilli．　These　animals　died　of　rniliarY’Smbercugosis　in　the　usual．

time．1

　　0ther　anim歌1s　infected　at面s　sanie　time　were　given　MP　in　theiゴdiet　4

week・aft・・｛nf・cti6hr？h6s6三ahi舩IS煙l　th6．廿6a圭εδ．．9お⑳幡1面． u＄翻一・
ved　5　wee’ks　were　sacrificed　and　t血e　ti§6血εS壷6f6ご6血かared唖ist610：拷ieaユ1y．Wi伍
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those　of　the　control　group．　Marked　differences　were　Roted　between　the

two　groups，　the　disease　process　had　been　obviously　inhibited　in　the　tr．eated

group．　（Fig．　1）

　　　　　　　　　　　　　　　　　　　　　　　　　　　Fig．　1．

　　　　　　　　　　　　Liver　of　guinea　pig　infected　with　T．　F．　（contrast）

Liver　of　guinea　pig　treated　with　methyl－Promizole

　Clinical　Experiments．

　These　were　begun　by　glving　1．5　gms．　MP．　daily，　but　had　to　be　disconti－

nued　owing　to　toxicity．　Dosage　was　reduced　to　O．3　gms　daily，　aRd　increased

gradually　until　patients　were　receiv三ng　1．2gms　toユ．5gms　a　day　over　long

periods．　Some　patients　tolerated　2．　e　gms　daily．

　In　4　cases　given　1．0　gm　of　MP，　the　blood　concentration　reached　a　max－

imum　va1ue　of　2．45　mgm　percent　and　1．74　mgm　percent　in　3　and　3．5

hours　respectively．　Concentratlon　after　6　hours　was　1．6　mgm　percent　and
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0．95　mgm　per　cent．　Even　after　8　hours，　the　con，　centration　was　still　conside－

rable．，（Fig　1’）

　　　　　　　　　　　　　　　　　　　　　　　　Fig．［　’
　　　　　　　　　　　Blood　concentration　after　Administration　of　1．0　gm　of　］v（［P．
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　　As　a　resu！t　MP　is　now　given　routinely　at　6　or　8・．　hour　intervals．

　　A　comparison　of　blood　concentrations　in　cases　of　medication　at　8　and　6

hour　intervals　is　shown　in　table　pt．　Both　maximum’”ti’nd　minimum　values

were　higher　in　the　6　hourly　adminlstration．

　　　　Table皿

　　　　　　　　　　　　　　　　　Cornparison　of　bloed　concentration

　　　　　　　　　　　　　　　　　　　　Medication　at　8　and　6　heur　intervals．

Patient

M．　T．

Dose　of
　　MP．

gms／day

8　hourly’　’・　mgm9／o

min． max．
1
＝ 1．2 卜 1．ユ08 2．　296

6heurly　mgm％

min max．

K．　A1 12

2．　684

一
．

4．　074

O．　637 ユ．200 1．　068 1．　582

　　The　’makimum　doses　which　could　be　continued　without．toxic　effects　were

found　to　be　1．2to　1．5gms．　per　day．

　　It　was　found　that，　regardless　of　the　total　daily　dose，　the　higher　blo．od

concen．tration　was　obtained　by　the　exhibition　of　MP　at　6　hourly　intervals

（m．ax．一　valu．es　4．　e7”v2．68　mgm％；・min．　1．58一・一1．07　mgm％）　rather　than　at　8

hours・　（max．　values　2．　67一一　1．　47　．　mgm％；　min．　・1．　20tvQ　64　mgm％）．　．　（Fig．　x　．　）
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　　In　4　cases　of　acute　mMary　tuberculosis　and　tubercugous　meningitis，　MP

a夏・ne　was　used宜n・ne　case　w五th・effect・・萱the紬er・f・r曲・醗MP　a撮

SM　were　used，　one　showed　no　effect，　the　rest　showed　sonie　ignprovexnent：

one　case　of　tuberculous　men加9互t三s　surv五ved　12　mon癒s，　a皿d　o簸e　caSe　o壷

ac獣e血i旦ia町ζ櫨）erc副Gsis　survived　moてe癒a獄15　mon癒s　to　recover　comp豆一

ete且y．（Tab亙e亙V，　Fig．　ZV）

　Table　W．　MP．　Treatment　of　Tuberculous　meningitis　and　acute　mMary　tuberculosis
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　Table　y　deals　with　12　cases　elther　unsuitable　for　collapse　therapy，　or

worse　after　surgicai　intervention．　ln　two　cases　no　more　than　5　gms　could

be　given　owing　to　toxicity，　and　these　do　not　appear　ln　the　final　figures．

　In　6　cases　with　exudative　disease，　3　were　somewhat　improved　by　MP　on1y，

2　by　MP　and　SM，　while　in　another　treatment　was　without　effect．　ln　4　cases
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of　productive　disea　se，　there　were　little　effect，　but　two　showed　the　foggowing

results：　increase　of’　weight，　decrease　in　sedimentation　rate，　and　the　disappe－

arance　of　a　coMP）ica’ Xing　peritonitis．　ln．　Qther　，words，　in　severe　exudativq一．・

cases，　MP　al・ne　was　with（糖e蝕ち、瞬亙皿miid　cases　a・d　i簸s・me　sh・w豆ng

improvement　following　SM　therapy，　results　with　use　of　MP　were　good．

　　Table　V．　　　　MP二．　Therapy　of興亘亙no皿ary　T痴erc眼losis
　　　　　　　　　　　　　　　　　　　　　　　　　　　　　　し

Pati一一

ent

T．H．

Age
and
Sex．

34．　F．

H．O． 37．　F．

D’
?Kor・・皿

，

Pulm．
Tbc．

A．M．

S．　1．

K．Y．

N．T．

f
！

　　　　　1

24．　M．

46．　F．

32．　F．　．

24．　M．

1
1

Pu1艶．「玉⊃bc。
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L
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　　Using　leucocytes　from　healthy　subjects，the　phagocytosis　of　tuberc旦e　baci1疑

from　patients　receiving　SIVI　or　MP　therapy　was　measured　and　the　resisting

power　of　this　straiヨof　T．　B．　deter顛磁The　resistance◎f　tuberde　bac董互1i

（to　pl・agocytosis）　increased　markedly　after　the　SM　therapy　（probably　with

the　deveiop－ment　of　resistance　to　Streptomycin）．　No　change　in　phagocy．tesis

was　noted　using　MP．　（Table　ut．）

　　Tabie　’th’．’　Resistance　of　’］］．　B．　to　phagocytosis．

I
I
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1「

Contrast Frankfurt 1
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　　－MYCI；

leo

102

1　After　giving　168．0
　　　　　　　　　　9皿sMP．
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dilutions　up　to　1　：32eOO．

2．　JN（［P　included　in　the　diet　of　guinea　pigs　from，．4　weeks．　一a’Eter．inieetion
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