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Reduction of Toxicity of 2-Sulfanilamidopyrimidine (Sulfadia- 
zine) by Phenylazo-alpha-alpha-diaminopyridine Hydrochloride 

(Pyridiuni) in the Mouse. 

The possibility o f  aiitagoii isiii iii q-steniic toxicity between the 
sulfonatiiides awl other compouiids has heguii to receive attention 
during the past year, lIc(*:irty' found that para-aiiiinokenzoic 
acid has 110 effect on the acute fatal toxicity of sulfapyridine in niice. 
David, t7t d. ,' reported that peiitoharbital exerted a protective action 
against the toxicity o f  intraveiiously adiiiinistered heparin-sodium 
sulfapyricliiie mixtures in dogs. liicliai-cls" fouiid that small doses 
of urethaiic or peiitoharhital tlccrease the iatal toxicity of intra- 
\-eiiously adiiiiiiisterecl soditiiii sulfapyridiiie iii rabbits a i d  dogs. 
In the present paper it is s l iow~ that the acute toxicity o f  2-:ulfanil- 
ainidopyriniidiue ( sulfadiaziiic in the iiimse is reduced by phenyl- 
azo-alpha-alplia-cliamiiioi~~i-i~liiic hydrocliloride (% pyriclium . The 
toxicity o f  sul iaiiilainiclc is i i (  )t affected hy this coiiipouiid, 

The percent mortalit!- iii a gro~ip of iiiice iii jected subcutaiieously 
ivitli a given dose o f  sulfotiaiiiiclc. \\.as cotiipared, under the same 
experinieiital coiiditioiis, n-itli the mortality in groups receiving this 
dose and, in addition, doses o f  10, 30 or 100 nig of pyridiuni per lig. 
For each experinieiit, 3 groups consisting of 8 to 15 mice each were 
eniployed. -\ total of 26cI mice u-as used in the experiments here 
reported. The sodiuni salts of sulfadiazine and sulfanilaiiiide* were 
injected subcutaneously in coiicentratioiis o f  5 to 10%. Pyricliurn 
was injected i i i  a 0.2% solutioii o r  a O..iyh suspensioii. '\/-heti both 
sulfotiamicle and pyridiuni were eniployed. the)- were injected within 
a few seconds of each othci- into n.iclely separated sites. The mice 
were gi\-en u-ater and food t r d  lib. arid the number of deaths occurring 
iii 4 days noted. 
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The results are shown in Table I. Experimelit 1 is a control, 
showing that pyridiuni in closes of 30 and 100 mg per kg did not 
cause any deaths ascribable to the drug. Walton and Lawsonb 
found a 20% mortality in rats receiving 200 nig of pyridium per kg 
intravenously, and a 100% mortality at a dose of 450 mg per kg. 

Experiments 2, 3, and 3 show that 1.5 g of sulfadiazine led to a 
mortality of from 80 to 100%. This dose of sulfadiazine together 
with doses of 30 or 100 mg of pyridiuni per kg resulted in a much 
lower percent niortality , the higher dose appearing somewhat more 
effective in this respect. Thus, in experiment 4, a dose of 100 mg 
of pyridiurn per kg decreased the mortalit)- from 93 to 25%. -411 3 
experiments showed this reduction in mortality. 

Since the percent mortality in the preceding experiments was 
TA4BLE I. 

Effect of Ppridiuiii on Toxicity of Sulfoiiaiiiides. 

Pyridium, nig/kg No. of mic-e No. dead in 4 days Mortality, 76 
Esp. 1. C"ontro1-So Sulfoiiaiiiide. 

1 0  1 
1 0  It 
1 3 It 

1 n 8 
10 3 
1 (1 3 

10 10 
1 0 9 
14 9 

1 3 14 
1 .J 1 2  
12 3 

10 3 
10 1 
1 0 0 

10 

Exp. 2 .  I..: g Sodium 8nlf:idiaziiir 1wr kg. 

Esp. 3. 1.5 g Socliuiii Sulfadiazinc~ per kg. 

Exp. 4. 1.5 g Sodium Snlfadiaziiic: per kg. 

Exp. .3. 1.2 g Socliuiii Sulfadiazine pcr kg. 

Esp. 21. 2.0 g Sodiuiii Sulfa~iilainide per kg. - 
I 

9 4 
8 3 

11 8 

10 8 
1 0 ci 
10 9 

10 3 

Esp. 3 ~ .  2.U g Sodiuni Sulfaiiilaiiiicle per kg. 

Esp. 4a. 2.0  g Sodiuni Su1f:~iiilamitlc p ~ r  kg. 

1 0 
10 

3 

6 

10 
10 - 

I 

80 
30 
30 

100 
90 
65 

93 
80 
"5  

50 
10 
0 

70 
44 
38 
73 

80 
60 
90 

30 
50 
60 

tTliesc iiiicc were fou1id t o  Iiarc. becii eaten by the  others i n  the cage, nncl 
p rob: ib l~  do iiot represent pyridiuiii toxicity. 

Waltoii, R. P., mid Lawson, E. E., J. PIi(ir)n. c i i i d  Exp. Tllernp., 1934, 51, 200. 



higher tliaii that which Feiiistone, ct nl.," have reported for a dose 
of 1.5 g o f  wl faciiaziize per I;g (43.5 % ) , it was decided to determine 
the effect o f  pyricliuni on the tosicity of a siiialler dose of sulfa- 
cliazirie. Experitiieiit 5 slim-s that the mortality at a dose of 1.2 g 
of sulfacliaziiie 1"' I;g was 30%. The siiiiultaiieous administration 
of this c l o s e  ;iiicl 50 iiig o f  i>J-ridiiiiii per kg reduced the mortality to 
roc/,.. aiicl  n-lieii the sult'atliaziiic am1 100 iiig of ppriclium per kg 
wrre giveti, 111) deatlis resulted. 

ill contrast tc) the ct'fect ot 1)yricliuiii 011 the tosicity of sulfadia- 
zitir, this suhstaiice liacl I ~ C )  c-ftcct oii the tosicity of sulfanilaiiiide, 
as rriay tw s t w  ii-oni exa~ni~wt io i~  o f  experinleiits 2a, Sa, and 4a.t 
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Increase in "eight of Gonads Following Injection of Single 
Male Rat Pituitary."t 

CVfirfi it1crt.ast.s in ovariaii iveiglit of the sexually itiiiiiature rat 
have beeti employed in deteriiiining the goiiadotropic coiiteiit of the 
rat pituitary it lias ke t i  necessary to iniplaiit' or inject' more than 

t i  Fc~inatatir~, W. €I., iViIliiiius, K. I)..  \VoIff, K. T.. Hniitiiigton, E., and Crossleg, 
3f. I,.. Ii1111. ,Joliv-q ZI0pki)r.s. ?io.sp. ,  1 9 4 ~ ,  67, 427. 

The writer is itiilcbted to 1)r. I\*. -1 .  I-ouden of tlw 3 3 o ~ c e  'l'l~oiiipsoii Institute 
f {$r  I ' lmt  Restwvh for  a st:i,tistic..il :iniilysis of these results. The d i r e  : dead 
ratio of a11 the miw in csperiaieiits 2 to  5 should he 59:77 if the p-pidiuin had 110 

effect c)r i  the toxkit>- of tlie suIfididt;sicw. Cdeu1;itioii of chi squaw from the dif-  
fertwes between tlie c~:ilviiliittvl cspytirtioiis and the inortalities a t  the coiiceiitra- 
tion,.: of  I ) ,  3 0  :ind 100 i i~g of Ilpricliiiiii 1wr kg yiclds ;I value of '72.82. ' 'a  value 
highly irnprnl)nt~lr. it' t h v  ratio w r t t  I . I , : I I I~ tlw YRIW fo r  all concentrations." An 
a w l p i s  of the V ~ I ~ ~ ~ I U C C  s l ~ o ~ w d  tli;ct, if the pyridiuni w ~ e  really without effect, 
tht- d t ~ ( * r * ~ i ~ ~ ~  in  the tosicity of tlw riilfntliaziiie ohtniiied ivould occur by ckclnce 
only once in wotticMiiiig like one Iiuiidrr~cl instances, : i i d  ccrtain1:- not more often 
than otire in tiftp. 

* .Journal Series P ~ p c r  of the Sex Jersey Agricultural Espcriiiiciit Station, 
R utg t w  1 ' tiiv r r si t?, Pcpa r t ~iiw t of I ):I i I.? Husbaiidr;-. 

i Thi5 stud? ha< I ~ e n  :iidctl i n  Imrt by a g~i111t from the Satioiinl Dairy 
PI. oduc t s Po r po r:i r ion . 
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