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I ly i l ralazi i ic lins kc11  riscd for tlic trcntriicnt of' 
I iyl~crtcrisioii siirce 19.50 but oii ly si~icc tlic 
i i i t roduct io~i of/ l -at l1~ctrr~cq~to1- I~1~~kir lg n~,cnts 
Ii:ls its use ncaiii ltccoi~lc j)oyrdar (Kocl~Wcscr ,  
1970). Or i~ i r i :~ l ly ,  hydralaziiic was give11 dnily i n  
fo r~ r  (lividcrl tloscs but i t  lias b c c ~ i  slio\vq to  bc 
ccllinlly cl'fcctivc nritl willlout i~icrcascd side- 
clrccls ~v l ic i i  givcii by twicc-tlaily dosage 
(O'hlallcy r~ nl. ,  197.5). 

'1.l1c stutly tel~ortct l  i n  tliis paper was dcsigticd 
l o  coiiiparc l l lc a~i l i l iypcrtc~isive crrcct o f  a 
slow-rclcase prcpnrntio~i o r  Iiydrnlnziiic, given 
o i ~ c c  dnily. \\,it11 tllc cfrcct o r  tllc dosc o r  
~ o ~ i ~ c ~ i t i o ~ i a l  I i y ( l ~ a I : ~ ~ i ~ i c ,  give11 dnily it1 ttvo 
clivitlcd closes, ill 1i)~l~crtcnsirc patielits being 
trcated wit11 R /I ndrciioceptor b lock i~ ig  ngcnt, 
slow u x l ~ r c ~ l o l o l  (Slow I'rasicorQ). 

l 'wc~ity-six patients will1 csscritial Iiypcr- 
t c ~ ~ s i o n  wliosc diastolic h l o d  prcssurc was 
grcntcr t l i n ~ ~  90  1111nllg c~ i lcrcd a double-blind 
placcbo-coiitrollcd crossover study i n  wluch 
paticnts r c c c i v d  I~ydra laz i~ ie  n ~ i d  slow-rclcaie 
liytlrnlazinc ill rnr ido~n order Tor 4-wcck 
periods. 1\11 blood-pressurc rncasurc~ricnts 
wcrc take11 wit11 n l lawkslcy random-zcro 
spliygiiio~~iationleictcr b y  oric observer 16-23 11 
al lcr taking slow-rcleasc Iiydralnzinc. 
Coa ip l ia~~ce  was nsscssed by  cou~i t i i ig  rcsidunl 
tablcts n ~ ~ d .  as d i f rcrc~i t  tublets wcre takcri ill ~ l l c  
n i o r ~ i i t ~ g  niid evcriiiig, i t  was possible to nsscss 
wliicli doses wcrc or~iittcd. Acctylator status 
was nsscssed Tor each patient. 

I'wc~rly-one pnt ic~i ls c o ~ ~ i ~ ~ l c t e d  tlie study. 
I ' l ~ r c c  wcre svitl~drawa owilig l o  poor 

7bble 1 
Supirre arterial b l o o d  pressure sr rd heart rate i r ~  Iryperterrsive pat ients 
receivirtg Irydralazir~e a n d  slow-release Aydralazilie 1'11 corribineriori with s low- 

release o x ~ ~ r e r r o l o l  

Slow-rcleasc 
Slow-release . oxprc~io lo l  

Slow-releasc . oxprcnolol + 
oxl)rc~iolol  -4- Slow-rclcasc 
(basclinc) I-lydrnlnzine l~ydra laz i~ ic  

Systolic blood pressure(~i i~i i l lg) 175.6 -1- 4.8 149.3 f 4.6 155.1 -1: 4.0 
hicari blootl pressure (1111111 19) 130.4 -(- 2.4 11 1.2 -1: 2.8 114.8 2.6 
Uiastolic blood pressure ( rn i i~ l lg)  107.8 $ 2.0 92.2 + 2.3 94-7 + 2.3 
l lcnrt ratc (bcats/~niii) 68 -0  + 1.8 68.7 -1- 1.5. 68.4 1-5 

Vnlucs nrc iiieans + t c .  nicnti; n = 2 1. 
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cc~1ii1lli:iricc. ollc o\ciri~! to nccclcrntcd Irypcr- 
tc~ls io~i  ;lilt1 olic hccnltse of gns!rr)i~~lcsti~inl 
S I I I I I S  1iot attribrrta1)lc lo ~ l i c  triiil 
~ ~ i c t l i c i ~ t i o ~ ~ .  

*l'lic lrlcnrr ritII irl systolic blood prcssrlrc 
wit11 slow-rclc;~.sc I~yrlr;~lnziric was 2 0 . 5  t 4.7 
~i lni l lg  cc~111l)nrctl \till1 2 6 . 3  1 5 . 2  ~iirirllg \villi 
co~~vc~i t io~ in l  l~ytlr:ll;~zi~ic. ' l l ~ c  11icn11 rnll ill 

di:istcrlic 1)lucxl I1rcssulc \\*:is 13. 1 !. 2 .  3 r i i ~ r r l  lg 
nlitl 15.6 -1. 2.11 \vill~ slow-rclcnsc I~ydriil;~zi~ic 
n~ld  co~r\*critit)r~nl I~ydr; i l ;~zi~~c rcsl,cctivcly. 
.l'llcrc \v:rs IIO si~r~ilicnrit dillirc~icc iri syslolic 
or dii~stolic I)looil pressure i l l  ~ ) ;~ t ic~ i l s  wliclr 
tnkilil! Iiytlrnl:lzi~ic cir slow rclcnsc Iiytlr:~lnr.irrc 
('l'nlrlc I). 'I'licrc was rro sip,nilic;i~rt dill'cr- 
c~icc i l l  lrcnrt rntc bctwcc~l tllc two trcnlriicnl 
RI 0lll)S. 

Wllilc co~~il~l i ; r~rcc w i ~ s  gclierally good during 
tllc study. tablet-cou~~ti~ig rcvealctl tlrat 27 
cvctling tloscs of ~ i icd ica t io~~ wcrc olllittcd 
witl~out a stntcd rcasorl co~i~parcd  with only 
riirrc nlc)rr~ing doses (P  < 0-0 1). 

Wc concludc tIi:~t slow-rclcnsc Ilytlr;~lazinc 
~ i v c r ~  or~cc-di~ily is as cffcctivc as co~~vc~i t iona l  
Irytlrnlnziric it1 Itvicc-tI:rily tlosnge in co~~t ro l l i~ ig  
blootl ~)rcssurc il l  pntict~ts or1 /j-adrc~iuccplor- 
blockirig agents. Tllc ar~tiliypcrtc~isivc el'rcct of 
n lixcd dosc of citl~er cor~~l)ou~it l  dill liot sliow nri 
cr l~vio~~s iissrxintibri \\,it11 ncctylntior~ ~ ) l ~ c r ~ o l y l ~ c  
l)ut tlic l lu~i~bcrs  sturlicd wcrc s111:lll. l:inally, 
~ i : i ( i s~~ts  arc riiorc likely to o111i1 t l ~ c  cvc~ti~lg dose 
of rncdici~tiur~ 011 n twice-daily dosage rcgi~ricn, 
wliicli suggests tlint o~icc-daily dosage rllay 
bclicfit corr~l)liar~cc. 
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Discussion 

111 D r  hlacGrcjmr's ror~iparntivc study o f  wllites and blacks, llow does IIC know 
t11nt t l ~ c  blacks actually took t l~eir l~rol~ranolol? 

J ' rc~l~~nr~olol  slowed t l ~ c  licarl rnte in   boll^ blnck and wllitc patients nrid t l~ is 
f i l l t l in~  inrlicatcs ~)ntictlt cor~il)linr~cc. l:urtl~crnlore, boll1 groul~s sl~owcd 
c o ~ ~ ~ p n r a l ~ l e  falls in  ~~lasr i in r c t ~ i r ~  nctivity; and fillally we did cllcck ll ie lru~rlbers 
ofresidual tablets i r i  every' case. 

l l ow  do you interpret tile results o f  your cxl~crir~iec~ts on salt arid water 
reinrusion ill relntion to the blood-i~ressure-lowcrir~g cVccl o f  tliinzide? 

1 nlll o ~ i l y  sugjicstinji tl lnl the loss o f  sotlium and wntcr ol~poscd by  Ihe rcacliotl 
o f  l l ~ e  r c l i i ~ i - n~~g io t c~ i s i~~  s y s t c ~ ~ ~  l o  Illis loss is a t i~ajor t~~cclianism; il is llot I~IC 
only OIIC, for t l ~ c  l~ lood 1)rcssurc rnlls wit11 a rliurctic. l ' l lc unanswcrd question i s  
I ~ o w  docs a loss o f  sodiun~ anti water cause a fall ill b l w d  pressure? I a111 not 
surprised Ulat aculc exl)critnc~~ts, such as you refcr to, do 1101 cor~~l~lcte ly reverse 
tlw cl~al~ges wit11 diuretics, 111os1 o f  wllicli lower blood pressurc over a period o f  
sevcrd days. 

I)r O'Iloyle. ditl you tlleasrlre blood pressure on any ot l~er occasion apart r r o ~ n  
the clinic nttendances? Ulood pressure varies during tile course o f  l l ~ e  day and it 

.. - - 
ti~igllt 1101 be valid l o  co~icludc, or1 tllc basis o r  n couple orisolated rcadit~gs. t l l a ~  
it was co~ltrollcd over t l ~ c  wl~ole 24 11. 

Wc a l l y  ~~ieasured tlie blood pressure ollce in tlie out-patients clinic and 111is was 
betweell I G  and 23 11 after 1l1c last dose o r  slow Iiydralazir~c. 



>l'llc r:llio~rnlc for ~ ) r o t l r ~ c i ~ ~ ~  :i slow-rclcase for111 o f  Ilytlrnlnzit~c was partly to  
cxlcllcl its tlur:lticlll o r  :rctivity to cover a 24 11 ~>criot l  slid ~ ~ i ~ r t l y  to diniirlisll 
sidc-clrccts srlcll ns Itrntl:icl~c : i ~ i t l  f l r l s l~ i~~g .  w l t i c l ~  t~ i ig l i t  occur i f  :I dosc grcatcr 
tl lnll 100 1111: o r  CVII\.CII(~OII:~~ l ~ y ~ I ~ n l n ~ . i ~ i c  was g i \ . c~~  ns n sitlgle dosc. L)o your 
rcsr~lts, l>r U'lloylc, sltetl ilt1y l i ~ l ~ t  VII Illis'! 

' I ' l~crc \vns 110 s i ~ ~ l i l i r : ~ ~ ~ l  t l i l l c ~ c ~ l c c  ill sidc.cfli.cls I x l w c c t ~  cilllcr c o ~ ~ l l ) o r ~ r ~ d  at.n 
sill!il:lr t l:~ily dosnl:c. I t  wt l r~ l i l  bc o f  illtclcst to slutly tllc sidc-cfl'ccts o f  
c o t i v c ~ i l i o ~ ~ n l  I~ydrirlirzitic 1:ivcll ollcc dil i ly alltl l o  assess its t l r~ rn t iu~ l  o f  activity 
ovcr n 21 11 ~)criod. As I s:litl, I~loocl prcssurc was t~~easrlrctl ill our pnticnts 
16-23 11 nllcr tllc Inst tlosc o f  slow Itytlral:i7i1ic: tllcsc ~ l l e a s ~ ~ r c l l l c ~ l l s  s~~ggcstcd a ,. 
~c:isot~nl)lc [ lur i i l io~ i  o f  i~c l iv i ly ,  i ~ l l l i o u g l ~  blooci* prcssurc wrv; 1101 nclunlly 
~l i r i isurct l  cu~ l t i~ i r to i~s ly  ovcr 24 11. 

1 Ins I)r  h l : ~ c ( i ~  cl!ur nrly cxl>rric~rcc o f  trcatillg Ityl)crtct~sioti will1 n cot i~bi l iat iot l  
ofci t l lcr a v;isatlil;11or or n 1) -bluckcr wit l i  t~~odcra lc  salt rcstricdot~? 

ti. IJlnctitouor 

'Illis is ufgrc;lt illtcrcsl, n1it1 n i l  nrcn ill wllicll far tilorc prol)crly c o ~ ~ l r o l l c d  trials 
11ccd i o  Ix t lo~ic. \Vc arc worrictl. ns otlicrs arc,  bout so~rlc o f  tllc ~ ~ i c ~ ~ b o l i c  
c o ~ ~ s c c ~ u c ~ ~ c c s  o f  tliurctics. hlodcratc salt rcstrictioli rnny Ix just ns cffcctivc as a 
diuretic ill IIIXI~ ~)nlicrrts. I'crll:il)s ill [lie 1980s we will scc a rcstlrgcllcc of 
i~i lcrcst ill snll. 1101 ollly ill t r c i ~ l r n c ~ ~ t  but also as R factor ill IIIC ncliology o f  
cssc~~ti;rl I ~ y l , c ~ t c ~ r s i o ~ ~ .  


