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t u.,r++++,,c+ ~t a t+  +6] r~ pro+it ~r+~'f+) o++ +!+c ~+~++n+~++++++~ +ff~+t o., + L~rt~acUl on th~ rt+fT+~c+++ lrtdtlct'~l by o ~ -  

t h~+++++~ t~+P t+oT+++~o++ c+++ut++ +raft+ a++~ ~) +th,++~+|+t+++g tht" ++t+ialic t++rvc. A~alop~+ o + c r v a t i o m  h a v e  b ~ n  
++++j++ ~? +~++ ~. +~*+a+|+3+o++~, m ~. tjv+++r+liap+ +J+td ̂ .  I. Po lv / !mcva  fSt,  Kal;+h+ff I'/J +~o~cd st~pp~t++ion f o l l o ~ n g  

+~++++++~++++++on of t+cj+aphct+ of t+,+ pttmnt r~+f]t++++s h+dm++++ b) ~- I : )d ing  i t+ carotid at+or),, There has ~ e n  rio 

lo +t++~+:+~+ a++~ pt~t+,tl+l+~l fh~'Ji++ + l  l'l~ cfl+~ct of lo++++tl+a~inc o .  vl+.icero-v+sceral ref lex~l.  

EXP~tl  I H  E N T A  L 

T~c  c ~p:r~n+~+ltt ~c re  c o r ~ - t c ~  on cai~ ~mOcr ~ c p  ~ r~ha l l~  o< l i lcdt,~llr l latco~il. Uredlane 
was + ~ m ~ P c d  lnt~a~ti~o+~li l)  i+~ d~c ma~rit~" of ~.'x~riJ~nts. hlJt in somu |t w~s t n j c c t ~  in~ravenously 

T~e ~ o ~  of t ~ c ~ a i ~  v ~ i e d  |rot.  1.3-]o5 -~/k~ d ~ m g  oo l'l~ i~d|~i~,~l  scnsiUvtty ~r the anlmab.  
h~ i+%: c~?~:r~cnu in which an~h~t ta  w ~  ]~od+~c~d by u.~dlal~c ph+sNcmbotal, ~ed~ar~ was adminisirJcd at 
a ~ o ~  of t . ~ - l . !  g /k~  ~ogctl~'r with I0 IngJl~ Ncmb~lt~l. 

S~m++I~tJon of  d e  i~tct~0ccptor~ of the urinary bla~dcr arid small and large h3tutJr~l a n ~ e  wa~ e fleeted 
~) inflal~n~ t~t+r ordain widi air at + ~c+ml~rc of +50-80 ,lnit H 3. Th~ ischiatJ~ n~vc wal stimulated by a emr- 
~ + t  f~om an i~d~t ion  coi l .  ~ c  dLstancc bctwccn tl~ i~rima~y arid ;:'~'-ndary coil!bc|ng I t - 1 3  c m .  Stimu|atkm 
o f  t ~  b ~ r c c c ~ n  of  t l~  c~0 t id  s in~  was induced by occ l .d ing d~  common c a r o t i d  a r t e ry  by means o f  a D i e f -  

f t m ~ c h  clam p. 

in all the c x i ~ i m e n t ~  . b l o o d  l ~ l ~ t :  was rcc~ortk~d by mcan~ ol~ a merc.ry tltalloili~|ef con~..cted to t h e  

co++.++o++ r  artery and gc~piratio~ by a Man~y cap~.Ic c~nnt:cwd to t l~  Uaclwut. 

Sunm~t ion  was a p p l i ~  Both b c f ~ e  admi+lisealion of  chi0rl~o| ~+a zinc and ~omethaz. ino and die following 
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lnlrtve~ou~ injccllon'of llwse substance#, us,~ily l~tct .t time lapse of 1-3. 5. 15. 30. 60 and 120 mlnules, but 
in some espcrh,~..nl3 cvcn a[rt~ 3. 4~ It olr 6 hOmSo 60 animals were used tn the |nve~lgatlon. 

R E S U L T S  

In lhc cxpqrlmcnts In ~,hlch lfie .drlary blad&.r was tllmulalcd, II was found .fruit at dost.l Of cblmpr 
mazlnc as low as 0.05-0.1 mg]kg the: Ix'flex rise in blood pr~sure was reduced by 20-30% and in ~ome anlmab 
by 5o~, a, compargd wi~ lhe level of o'~ original ~[Icx~ Tile duraflc~l o[ action of ~cle dol~l o[ cl;Joq~ro- 

" . , t , ~ i .~  was I~ Io 2 hour~ (Ft 8. 11. 

The a r~on  of  womelhazlnc txovcd.;o be a n a l o ~ u t  In lu.lcndty aM doralion a t  doses of  1-5 mg/kg and 
a l  high~-t ~,~cl. Lower doses of  promcd~az.lne olden clOmt excrlcd no effect or cvca produced Increase In the 
~e~k'x rLs~. in hlo~i  pressure. 

liou of :+ri~ar} b!~dct. Cat 4 }~g~ Ur~:t!~ 1.5 ~./I,~: intravc~o~ly. Trac+ 

dt'~" ~ ' fot~ acS~hl~t.~do~t .~d 1, .5, ~..9, ]5. 30, 4~ a ~  ~O .~td 120 ~nhl:l[cS 

| 

~" . " : 1 " ; ~ " '  ~ ' : r  

i ' ~ ' r  ; ~  - '~ , ' -  , ~ k ~ " ' 

�9 at Ixe-ur~ of "/0 mm Hg 

Fig. 2. laf icence of chl~proma ~,ine on vasopressm reflex with s t i m ~ a -  
Lion of urinary bladd~. Cat 4.5 k~ Uretbane 1.2 glkg and Nembulal 
l0 mg]kg. Tracings as In Fig. I. Time interval -5 second.  Slimula- 
lion was applied 5, 20. 60 and 160 minutes after adminlsl~alion of c h l o f  
promazine. 

Who. ~,�9 dosage of chlorFon~ziae wa increased Io 0.5-3 mg/kg. ~ the wos~ority of expc6.men~, lh,~.s~ 
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was rk,~vc~,l almost toul ~upprculon of reflex ch~,ngc~ in arterial pressure, for a period of two or m0re hours, 
Th~s ~as followed byslow rort~atloa of the vampfc.m reflex whlch d/d not return to the Irdt/~i level fur 5-8 

hours (Fig. 2k 

pmmctha~tne did not exert.such t powerful #rid prolonged effect even at a dosage of 10 mg/k~, 

The re,pit, tory ch~n~es o~ ~t lmula~, o~ rh~ urinal, bladd~r were In our exi~d,'~n~ lnr169 and 
n~m~pr162 Nev�9 It could be noted lha~| It! ~r le  expettmc~l~ Eallowi~s admln~adon of chlorpto- 
mazL,~ o~ pmmethazlne. ! ~  respicatory char~es t~duccd by #tlmui~O~n of the lnwmcep~xm o( the urinary bl~d- 
d~ bcc~mc | c .  marked. 

In the cxperimen~ with stimulation of ~nmc of r162 large and xmall intestines it was seen that chlotpro- 
mtz~c  ~t a d ~  of 0.01 mgJkg, w~lle not c ~ t ~ H y  influencing the m~g~tucle of the ~ e ~ e  rcflcX, pro- 
Juce~ a change in tU character: ~e  rL~ anO fall I~ blood ~r t~owcd greater slope. P~met|mztne ex-  
hs162 an acUon roughly t/ndlar in lntcndty at �9 ~ t ~  of ! m~'kg. Smaller dcees of  ptomethazixm (0.1 mg/i~g) 
pto~,~cd a short (10-15 minutes) shgh! intemiflc~t~ot3 of the ~ reflex. 

Chlc~p~omazine, at do~s of 0.05 - 0.1 m~v~ r~duced th~ v ~ e . z 4 o t  reflex from the Lqt~ttincs by 20- 
~.~':~ ~d. ~ do~c; of 0.5-.1.0 mg/kg, by more t~,~ ~;cs~ for �9 lm~g Period (up to 2 hou~s~ thi~ v~s followed by 

~ow t~.cr~a~ b~t complc~e restoration of fir  t~tL~I ampl|tude of t?~e reflex was not observed in any e x W I -  

T o ~  .~upp~s~on of ~h~ prcs~c~ reflex ~a~ v=~n ~a~cmg for 3-5 h ~  and ~or, gcr with ~os~ of 3-5 mg/kg 
ch~or~ro~;l~ zttzr 

Th~ rc~p~rato~y chang~;s on stim~flztion of t,t~= i r~ !  :n~ wcrc ia  o,a r !nco~tt.m~t a~d i t 
~!~-~-cfo~e dif~'k:~It to ~ r  t]~ effect of chlotprc~azh~c, av,4 ~c.~c~azir~ M thi~ r~.spcct, 

. . . . .  , .  r , .  L . . . . . . . . . . . . . . . . . . . . . . . .  

L 

t , 

. . : - ~  ,~ ~ ~, "~ : ..... ~,. ,~.- , " :~>|~h _~.~C:~ ~ ~ 

flex ~ t h  ~th~ulation of small fnlc~tine. Cat 3..~ ~g. Urcthanc 1.5 8/kg. 
Tracings as m Fig. 1. 

S~mu1~tion of tt~ ischiatic nerve b)" an |,d,~ct~on c~r~nt in the control exp~dmen~ produccr J rapid 
rise m arterial prcss~ae, incrr-as~l fre~lucl~cy- and p ~arp ~rma~ in ~ ~ ! ~  of ~.~pir/tio~ 

Following z~chninis~ation of chlo~promaziT~ at doses of 0.0:5-0. ! |n~/kg a teducti~ in the pres~c)r reflex 
rcspo~l~e of app~xima~cly 50% was c~scrYcd for 1-2 bour~ 

Promctl~zinc exerted an action analogous in strcngzh vnl~, at ~s of 5-I0 nJ~/kg; low doses of 0.1-0.5 
mg/kg cammg a di~nct  iJmrea~c in tlm reflex ~spo,u~ for l - i~  t ~ r s  ~ollowing administration. 

With increased dosage o( chlotf~o.tazinc t ~  vaJoprcs~r rcP, c~ Jec~ea~d and ~t doses of 3-5 mg/kg was 
completely absent for s e r i a l  houri. 

In cxpcrimen~ with st~malitio~ of the/~chiJdc n~rvc in which the rcspiratory tesp~me was always dis- 



tinctly mardfe~t, chlorlxomazlne and promedtazlne exerted a very marked influence can reflex clutngc~ in ~sp[- 
ratio. 

Chlo~pr~azine at d o ~  of 3 -~ -m~kg  s ~ d  the duration of ir~.reased ~q~ira t~y frequency and the 
amplitude of m s p i r a ~ y  movement. Do~es of 0o0l-l .0 mg/kg exhibited a lea  clearly marked a~lon.  

The dos~ of pt~mcthazine tequbed to pmdeoe an effect of  dmllar  ~bemity were about double throe of 
ehlorproma zine. 

When the b~r~cep~o~ of the carotid z ~ e  wen: nimulated by occlmton of the comrr~.caro t id  artery a 
decrease in the premmr ~ f k x  was also seen fotlo~.g administration of ehlotptorrataine. An Initial effect was 
observed at do~ez of ehk~p~o~naztne at low as 0.0l mg/kf~ in~ea~e in dowge to 0.05 mg/kg led to a 50-60~ 
diminution in the vaso~c~u:>r reflex fo~ Or~ liner, 

^n cffect anak~goua In strength war seen with p t o m e ~ z i n e  at a do~e of 5 m ~ k g .  This l~epa.'ation at  
do~es b~ow 0.l mg/kg did not e~cct an a~rec lab le  lnfloence on ~ c  m~g~tt~de of the teflex~ at a dote of  
O,l mg/~g a distinct |ncre~se wa, txodnc~ In tt~ va,opre~u~r reflex (Fig. 4). 

Chlo, ptomazine at a dc~e of 3 |ng/k~ s~ppcc~e~ t!~r rcflcx fro~ ~hc carotid ~inus for a $or~g time (5~; 

="i' 
~ + ~ + + +  .+~:,+,+~+~;+c 1 :  g/~;|("3) c]~-c+u+i++,+ ~,+ c+:,,t+++ +t~er> 

F|~. 4. E[fect of [~o~clba~ine +t d ~  of 0.1 mg/kg on v a ~  re[|ex 
~nduced by o c c l ~ g  commc~ c~mtid artery. Cat 4.1 kg. Urcthane 1.4 
g/kg. Trae~g+ as in Fig. l.+ St+mulati~ appHed I+ 3+ ~. lt3, ]5  aM 30 
�9 n ~ n ~  aft~:r ~&nh+~straUon of.p+otnethazinc, 

In our experiment+ changes in mpit+tl+~ with ~tim~HatJon of tJ++ bar~:epton of the carotid sinus were In- 
significant and no ct~p~cuoxs effect on ~ cb~r~e~ w~s e~er~cd by :hlo~ptoma~ne or pfvmethazineo 

D I S C U S S I O N  OP RESULTS 

Our findin~ d~mo,vatr~tc ~ a t  the ,.epfesentatives Of d~e p~nothiazine ~rie$ tested by us are able tO de o 
crease or sup/xes~ the reflex:ch~r~g~s in blood p ~ e  produced by stimulation in exper~rJ~nta! conditions o f  
internal ~rgarm. 

ThL~ effect was particularly mae~,J  in tam case of chlorpromazlne which, at d~-'s of  0.0! mg/kg and less, 
changed the character of the ~ ~eflexe, and at  tfighez dotes e i thu  sharply reduced or complelely r ~ w v e d  
them. 

Pmrnethazine aho reduced the t~fle.-x blood p~e~sure ~ [ x ) m ~  but its activity was ben m twenty tfanes 
lower than that of chlor~romazi~ and the duration of 1• action was considerably l~ss. Furthennoce, with m~ of 

prometlutztne we ob~rved a feature not ~een with chlorp~mazine, i.e.. small doses of promethazine (0.1 mg/k8~ 
produced i~emiflcat ion of the vatof~e--.wr reflex with slsniftc~nt ~ u l a r i t y ,  

The compounds uod~ investigation also exerted an influence oil reflex ch~nscs in respiration, but 
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t 'tft 'el t~t~t,ld ~ t  ~." ck.mo~lratcd ~ r ~nd was lt't~ t~ f~ rm i l l  charm~tt'r. 

ht c~mparl~g ,o~t rrs~tll~ ~i th publislned fi,Rli~rg~ on sn~tance~ which Itavr been tested fo~ lnfluem:~ on 
v awprr  r it will be ~ l |  thai c h l o r p r o ~ m z ~  ~m~t~ ~ignificantly higher ac t iv i ty  tllall do o t l m  lub-  
sral~o:,& TIm~. a t x - o t ~  to N. ~,~ Kavcrina Novocair~ at doses of  2 -3  mg/kg  redt~-c$ v,~sol~rm~lrl~ellcx~ by 
~0-3t~ ,  ~txrca~ a~ analo~m ~| Ice l  i,~een ~i th chlorpromazine at dc~'~ of  O,O:r-O. i tng/kg,  t .e. ,  do~$ I t  least 
30 -40  ttmr It,~% (~t[tct conqx~tnp~ (gh~ct~.e. urctlmne, Sovcai~)e, Dicaine ,  ~-w.). according to the ~a. .~ author, 
are citl~er k-ss a r t tvc  or p~od~rr a i~o~crful toxic effect .  Thtn, at  ptmamt t :hlc~pr~nazinc is apparent ly one of  
tl~e r~t~,l active ~h~anc~:s knc,~n p ~ s i n g  fire property of  s~pl~e~mg in le~-~:pt~ rr  

The pani~-~dar as~ct  o~ a ~ _ t y  of chlo~p~oma.i~e invcsligalcd by us Is appar~mtly to br explained by 

~r~t of all .  it ts ~cc~.ssaty zo take account of the blocking t~uru~k-gic}  action o! this compound.  Its 
a~t~t} to exert  an trd'h~cnc~ ~ the diftretc~t link~ in I~c ncrvot~ s)~tem cannot  bul affec~t the conduct |on of  
c ~rtlzt~o~t ~n r2.~c ccmral  link of  the inl~:toccp~or rt'flc~ arc. f!o~cvc~, ~f gtcat . imp,~rlance in the actton Ol 
chlorp~t~r~a~'it~e L~ the ~t'l~tmcc ~ i c l l  i t  ~:xerB on the perip!~wal l inla o f  the r~.-flc~ arc.  tn pzrticular,  the 
b !~" ~a~g e ff~-c~ of the p~epa ra~io~ o~ tbc adrtmorcacti ~e rSvp-ms ~l~ich rt~ceive t~c va~.n~. ,~ t r tc~ |nlp,l~e~o 
This ~ z~ ~ r  ~ c  ;~a~l} ~ i ~ c  the ~tc~es ofchlotp~omazitvc ~t which t |~  adrct~ol] ~c.~-ffect starts to m~nifest 
~ c ~  coincide W.~th tbc d o ~  ~.~ch prodm;c in i t ia l  ch~ngc~ in ~ c  rcfl~-~-~ tO.~t-0.05 mg/kgL  

+T'~e |m.~er #cr~vi~ of F~rorr~cl!~zinc mull.  ~t ~ec;r~, be c,tplain~d ~o it~ le~  prayerful cel~ral  blocking 

act~v~ of ?,~e:~r ec~dctab~y c~cecd~ ~a t  ~[ c ] ~ t o r ~ r m a z ~  it m~J~t be co~jdt~zed ~I~zt thi~ type of 
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