
Stttitetnr-y 
(li ler (You I t~ . l ~c r re r t s i~~e  ~)(rricrrr.t rrl)o~.e rltc ctgc of Go 
ycetr.~ h n ~ ~  IIUII? hccrr oircrecl itrro lire dorrblc-bl ir id 

rrrrrlrice~trrc rrirrl of 111r EIII ol)curr I~\'orkirrp Iietr.ry ort 

lfiplt l ~ l o o ~ l  l'rcsstrrc ill rltc Elclerly (iZIV1'liE). Affer 
rrr.e~rficctriort nt ir l  rnricio~trizctriort, Itrtlf 1vcr.e rreclretl 
11.irl1 one cttpstrle dui ly cartrclirlirrg 25 1118 I t ~ d r o c l i l o r -  
orlriuzide nr td ju  rrrg rricrrrtrer.crte, nr id I r n i f ~ ~ ~ e r e  givcrt 
rrrnrclt ir t~ l~lcrceho. If Dloot i  pressrtre corrrrol tt-crs 

in.rtcfficiert~ (I seconcl crrl~srrlc Ivns g i t~en  nrid, if 
rtcccssnry, tip 10 2 g rrte~lt)~lrloptr el,rily. 

1'1ior l o  r~tr~tt iorrr ir t t~iori ,  r tu .rigrtificcrrir di//crcrtces 
were 1)rescrtr Ocr~c~eert rlte r l lpo gt.orrl~s. A sigrrijicnrtt 
bloocf pressrtre tiiffererice ber~veert rltc grorc/)s t ~ ~ n s  
(trrnirteei (111ri1tg (lie irririetl /)Itn.te of r11c rr.in1 ctrt(l 
rrtoirtrclirtecl titrrirtg -5 pe(1r.t offol1o11~-rep. N o  rr~crjor 
ciisrrrrl~ancc~s irr ser.rrrrt sotlitrrrr o r  ser te~tr por~ssi~err t  
rver e obser.~~eri. l i o l vc i~e r ,  ser.rrrrt creurinirie n~rdscr l t r r t  
trtic nci t l  ro.re irt rlte rtcri lv rrearrt~errr grolcl), Orrr rtor in 
rite placebo prorrp. 

A fr~vortrrrble irl[lrrericc of acr i t~e rr.errrrr~crtr ort 

~)~.ogt iosis crrrl be csl~ccred OII rlrc b n ~ i s  o/ rlie blood 
~)r.essltrc r crlrtcrion ctrrcl irr rlrc absence of rriujor 

. clecrrolyrc clisrttrhctrices. I l o ~ ~ ~ c ~ ? e r .  sirice rlie orl icr 

~renrrricrtr cjjects rtrny ojjser 111;s porertrinl benefir, 
cottclrrsions car1 be drn~vrr  only ' ur i  rlrc basis of 
observed srnrisricttl differences in rerrtiirturi~rg evetirs 
berlveert rlte gru11l)s. Tl ie rrictl sr i l l  cortri~tues artd rtrore 
j~(~riertrs arc Oeittg ntlrrtirrerl. Ncr l i  J h i e d  1y84; 
27:165. 

11tlt.bductiot1 
I l y l ~ e r t e i ~ s i o ~ l  is one o f  l l ie  i t ln jor  r isk factors fo r  

stroke aitd corol lary hettr l  disc;tse i i t  I ~ o t l t  m idd le-  
aged a i id  e lder ly subjects1.'. I.1owever. such ?n 
associatioil docs n o t  necessirrily i t i l l ~ l y  I l la t  alorbidirj. 
a i ld niort; l l i ly a re  reduced wliea blood pressure iS 
lowered by ai~t i l lyperte l is ive drugs. Cot l t ro l led  tr ials 

wit11 al~t i l lyyerter ls ivc agents it1 e lder ly subjects have 
t lot  s l t o w ~ ~  iilcreased tnorta l i ly  or r l lorb id i ty  asso- 
c ia led wit11 active treatment, b u t  e i ther t lo d i f lere i lce 

or sotlie ~>ossib lc b u t  n o t  necessarily stalistically 
sigilif icarlt b c ~ ~ e l i t ~ ' ~ .  

111 view o f  the  ut lcer la i l l t ics regarding l real i l le t l t  i t1  

aged ~ ) c o l ~ l e .  l l l e  Europeaa Work i t tg  I'arty on I.lipll 
i3 lood I'rcssure it1 l l l e  E lder ly  (EWI'I-IE) init i tr ted n 
st l ldy t o  assess t l l c  effects o r  a i~ t i l i yper rer~s ive  d rug  
t l t e ra i~y  itt pat ients above tlte age o f  Go years. A 
t loublc-bl ind i i tu l t icc i i t re t r ia l  was desigttcd. wlticlt 
st;lrtetl ill 1973. Several ittterirtt reports l tave beer1 
i)ubl isl lcd so far; the present payer ( i ~ i a t l l  i i ~ t e r i l t i  
r e l ~ o r t )  rcviews data observed up t o  Jul ie 1y83. ?'lie 
report  deals orlly wit11 trealr l let l l  elZecls w l l i c l ~  are 

not  end-points for the srudy. Mor ta l i t y  a t ~ d  rlorbi- 
d i ty  data are deliberately o~n i t t ed .  since they are 
k r ~ o w t l  vllly t o  the co-ord i t~a t ing  ofl ice; revealing 

these data wou ld  destroy t l ie  na ture  vf the trial. 

Srtceiy ~ ) r o r o c o l  
E ldcr ly  patients wit11 l l ip l l  blood pressure are adnli t- 
tet l  t o  tlte study if they fu l f i l  certctitl cr i teria. Defvre  
f i t lal : tdi l~issioi i  o f  a ~ ~ ; t t i c a l ,  l i is  o r  laer i i i i t iu l  recort l  
fori t t  is seilt t o  l l te  co-ordittat ing orl ice after a run-in 
per iod  oil placebo capsules. 

Adtlless lor corteslio~idencc: Or A. An~erp, Co-ordit~nling Ollice of the EWI'I IE, Acndcn~iscl~ Zicke~~lluis Sitlt-ItalnCI. Knpucijncnvoer 
33. 3 w  Lcnven. Uclgintn. 
"lllc followirlg IIICIII~~~I~ are participating in t l le  EWPHE: A. Anlerp'. K. Dcnrd!. W. ~ i rken l~ i i~er ' .  M. Llogacrt*, 1'. Drixko!. C. J. 
llull)il14. D. Clc~ric~lt', P. de I-cenw'. J. F. dc I'lnen'. M. Deruyttcre'. A. dc Scl~nc~,dryvcr'. R. Fagard'. t i .  Feltkan~lr'. F. Forc~tc'~. J. 
I'ortc". I(. Grni~wels'. It. C .  Ilan~tly". J. I l e l l c ~ r ~ a ~ ~ ~ ~ .  J. F. Ilcnrylb. A. Koistinen~', 6. Lc(~ne~~il ' ,  P. Lewisn. P. Lund-JoIia~~sen~'. J. P. R. 
MacFnrln~le'. K. Mcurcr'. 1'. Miguel". J. Morris". A. Mutsers'. A. Nissincn", E. O'Urien". W. ~ 'Ca l la~ l~an" .  K. O'Mallcy", P. 
O~rlvik", J. C. Pctrie". L. l'erzoli". J. Tuornilehto". J. Webster". U. 0. Willinn~s'. and P. W~IICIIIS~'. 
I. University Ilosl~ital St Rnfai.1. L~IIVCII. Uclgiurn: I .  Victorin Geriatric Unit. Glnsgow. Sco~lantl; 3. Zuiderziekerllluis. Rotterdam. 
'I IIC Netl~erlnnds; 4. U~liversity Ilospital. Gcnt, Belgium: 5 .  tierialric 1 lospilnl Le Valdor, Liege, Bel~ium; 6. I1nn1mersrnitlr I-lospitnt. 
tundon. Uliilccl Kingclo~n; 7. University tlospitnl St Luc. Ilr~~sscls. Ilcleiu~rl: A. Medisc11 Celrtrunr voor Iluisartsc~r. Leuven, Uelpium: 
y. Il~iiversity Ilosliilal Kiiln. West-Gertr~nny: la. I1Bl)itaI Cl~nrlcs Foix. Ivry. Frnnce: t I. Universiry liospital Snnla Mnria, Lisbon. 
I'ci~lr~gal; 12. St Jolln's Ilosl~itnl. 1,oncloti. United Kinptlon~: 13. Nor111 Knrclin I'roject, Kuoliio. Finlnnd: 14. lslituto di Rccl~ercl~c 
Cnrtliovnscolnli. h.lil;~no, Itnly: 15. Univcrsiiy Ilusltitnl I l r ~ ~ k c l n ~ ~ d ,  1)er~c11. Norwny: 16. SI Cllnrlcs llosliitnl. London, United 
Ki~lpdonl: 17. ItoynI Collepe of Surgeo~~s. Dubli11. Ireln~ld; IR. Al)erdcen Iloynl In l i r~~~ary.  A\)efdec~l. Scotln~~d. 
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qilc i t t i e r i t i~  report yl the ElVPIlE 

OIIC or tlrc s11ccil'ic S I I I ~ ~  t v ~ . ~ i i i ~ i i ~ t i ~ i p  cvc~ i t s .  i11c111d- 
I I ~  deatJi. ~ ~ r e 1 ) r i i l  o r  ~ \ ~ l ) i ~ r i ~ c l ~ ~ i o i c l  l i i i ~ ~ ~ i ( ) r ~ l ~ i ~ g ~ .  
Jcvelopnicl i t  ol' I ~ y l ~ c r l e n s i \ ~ c  r c ~ i ~ ~ o l ~ a t l i ! *  pri ldc Ill 
o r  I V .  c ~ i l i ~ r g i ~ l g  o r  clissccting iIirellrysn1. c o ~ ~ g c s t i v c  
11c:rrt fai lure no1 ~011 t r~ l l i 1 I ) l c  \ \ l i t l lot~t dioretics o r  
an t i l~y l~cr lcns i \ .c  drugs. I~!q)crtcnsivc c ~ ~ c c l ~ l l a l o l ~ i ~ -  
tl iy, incrcasc ill left vcri lr icular 11ypcrtro~)l ly i l l id  a 

. rise i n  I ~ l v o t l  pressure excccdii ig t l ic  rlcfinecl l i r i l -  
its. 

All ~ ) a t i c ~ ~ t s '  t l i ~ t i ~  i ~ r c  rccordct l  i111tl scrrt t o  t l ~ c  
CO-ordinating oIf icc c\lcry 3 IIIOI~~~IS. 

Sr(rrisricn1 nic~tlrocls 
A paired 1-test w i ~ s  usetl fo r  \ \ r i t l ~ i~ i -g roup  cllilnges 
i ~ n d  a star~dard un l~ i i i rcc l  I-test f o r  co~npar ison 
betweell  the iictive end placebo grou lx .  

C'lrtrrircroisric:., (11 ntlrrri.rsiorr 
OH 1st June 1 ~ 8 3 .  ii total 11t1111bcr o f  843 ~ ) i i ~ i c n t s  I~i~t l  
\)cell adnii t tcr l  illlo tIlc t r i :~ l .  'l'licir cliaractcristics arc 
givco i a  r l ~ e  1ill)les. No ~ i p ~ ~ i f i c i ~ ~ ~ l  i l i f fercnrcs 
I)ctwcen l l l c  t\\lti proups \\#ere gerrcril l ly found at 
adtnission. and botlr groul)s wcrc  t l iercfore col l lpa- 
rable at the star1 o f  t l ~ e  trial. except fo r  cardio- 
t l ioracic rat io (I)= o.ooj). 

' f l ~ e  avernee i ~ y c  \V;IS 7 I .y (tc1l)cl I )  arrtl II~II~~II~S up 
to  y7 years o f  ape \\-ct.c ; idnl i l tei l  l o  l l rc  tr inl.  O n l y  31, 
per cent o f  the I)~II~CIIIS \\!eic niales. I n  l l ~ e  l o ta l  study 
l )o l ) t~ l i i t ion.  ohcsity \virs no1 ;I n l i ~ j o r  l ~ r o b l e n ~  since 
tlrc IIIC:III l )ody \ \~c ip I~ t  \V;IS O7.0 k p  for i111 ;lvcr;lKe 
l i c i g l ~ t  of I .sy 111. ' 1 ' 1 1 ~  c ;~r~l io- t l~or:~cic:  r i ~ ~ i o  :tvcr:~gcd 
52.4 per, ce111, i v l~ i ( * l i  c o i ~ l t l  I)(* (.on~i(I[*rc(l  11i~l1 i ~ i  ;I 

n ~ i ~ l d l c - i ~ g c r l  I)~~IIII;II~~II 11111 is I I ~C~~~I~ I I I I~  seen ~II 11 

1,opulalion over ;~gc 00. 
'1.11~ CiltlSC 01' ~ ~ y j ) ~ r l c ~ ~ s i o l l  \V;IS 1101 ~ ~ C I ~ I I I I ~ I I C ~ ~  ill 

t l lc 111i1juriry o f  ci~scs. silrcc i r i  n losl  j ) i ~ l i c t ~ l s  c x : l ~ ~ i i -  
nations s u c l ~  as r e ~ i i ~ l  arteriogri iphy were not  per-  
formed. I t ena l  p:rrenclry~~ial disease was considered 
to  be t l ie  cause ill 7 per cent. I<cnovascular I iyper- 
tension was suspected i n  15 patients. I n  sonie cases n 
tentative diagnosis was made i111d an addit iorlal 
possible diagrlosis suggested. T h e  tota l  n u ~ l ~ b e r  o f  
actiological diagnoses t l lercfore exceeds t l ie  r~un ibe r  
o f  pa t i e~ t t s  entercd. 

Urrrg i r ~ t o l ~ c  
?'lie d r u g  intake ill tl ie actively treated patients is 
given i n  table 11. 'The intake of t l lc  d iuret ic  was 
relat ively constnil1 I l i r o \ ~ g l i o \ ~ t  t l ie  t r ia l  period: o r ~ l y  
il few paliet i ts were taking n ~ c t l r y l t l o l ~ i ~  a f lc r  3 
~ i r o ~ i t h s .  wl i i lc  f1.0111 one (111 tile l l l ~ l l l y l d o ~ ~ i l  
i i i t i ~ k e  i~veragccl a lwut  3 I 7 n ig  di i i ly. 

1A111.1: 11: AI'I:HA(iI: I ) W I l ( i  l N l ~ f i ! i  IN Illli A('IIV1: 1 R E ~ l h l l i N l  muur (IN 

hl l i )  

- - - - - . . -. . . . . . . .. . . - - . - - - - - . . - . . . . . . . . . . . - . . . . . . . . . . - . . . . . . , - . .. . .. , 
I l~clrorhlo- ~ ' r i n t ~ ~ ~ r r r t l ~  hlrtI1~1do~1~1 
rorl~inziclc 

----.-..-.--------------A- 

Altcr 3 ~ i i o r ~ l l r s  3,i + 0.7 07 .'. 1.3 ,!.I 1. l o  

(11 = 353) 
Aftcr I yc:ir .IN 1: 0.8 76 + I.(! 145 -C 26 

(n = 28.5) 
Aftcr 2 ycnrs 37 + 0.0 74 t 1.8 325 + 37 

fn  = 221)  

Aflcr 3 yc:ris 3 7 2 1 . 1  7.1k2.2 3 2 g ' C ~ s  
(n = 156) 

Allcr J ycnls 37 rf 1.3 74 + 2.6 3.10 + 54 
(n = lay) 

After 5 years qo 2 1.6 Ro t 3.1 3611 + 71 

(n = 70) 

I l lood pr'cssirr'e 
' I ' l~c sittirip systolic i ~ n d  d i i l s t ~ l i c  ( p l ~ i ~ s e  5) b lood 
pressures b c l o l c  i111d du r i ng  t l ~ c  study arc g i v c ~ ~  ill 
fig. I .  111 t l ~ c  ~ ~ l n c c b c )  pro\ll). I ,o l l~ ( l ie systolic and 
d i i~s to l i c  b loot l  Ijressurc fel l  s igni f icat~t ly  (1, < o.ool) 
bctwcen thc in i t ia l  prcssure and the  b lood  pressure 
after 3 n ~ o a t l ~ s ;  subsccluent clianges i n  pressurc were 
srnnll and not  s ig~i i f icant .  I n  t i le  actively treated 
groi l l? t i le f r ~ l l  i n  blootl pressure dur i r ip t l ie  first three 
n ~ o n t l ~ s  was 23/10 mm I-lp and at 3 n ~ o n t l ~ s  the  fal l  in 
b lood pressure was significantly larger in the actively 
trei i led group (1) < o .oo~) :  this dif ference was 111ai11ly 
clue l o  edn r in i s~ r i~ t i on  o f  tlre diuretic. A f t e r  3 n r o r ~ t l ~ s  
the systolic and diastolic b lood  pressures con t i~ iued  
t o  rlccrease i n  t l lc  activcly treated group, probably as 

Fig. I. C~I:IIIKCS ill sil~icrg systc~lic nlltl clinstolic I~lootl plcssclrc 
during t l ic 5-vcar t rc l l l l l io i t  pcriotl: Illcnll k SEbI vnlucs. 111 I l l i s  
rind in  tlrc Ic~lIcnvi~~g figorcs 1111ti111crs rcfcr 111 IIIC nu~iit>cr or 
~ ) a t i c ~ i ~ s  studicd nl t l l c  c ~ ~ c l  of cnclr t i ~nc  period. 
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Sc7r.1trrr c.1 c-ti1111 i ~ r c  
l i c  I I I I  c ~ i : i ~ ~ i ~ i r .  c l s  c s i ~ ~ i i l : ~ ~  ill I1otl1 
p1.ot11is :I{ ; ~ ( I t t ~ i s s i ( ~ ~ i ,  111 111c III;IC~CII(~ p1o1t11 SVIII I~~ 

c ~ . c : i ~ i t ~ i ~ ~ e  ~II;III~!VS \\TIC IIOI s i p i i i f i c ; ~ ~ ~ t .  111 111~ -  ; ic~iv(- 
II~::I~III~~II~ ptot111 ;II~ ~ I I C I C : ~ ~ ~  i t 1  SCI 11111 C I ~ : I ~ ~ I I ~ I I ~ *  W;IS 

o l )sc tvc~I .  :111(l (It11 i l l y  ) l ie 11ii1I ~CI~IIII CIC;II~I~~IIC* \\.:IF 

s ig t~ i l i c ; i l~ l l y  I l i ~ l l c r  ill tl lc :~ct ivc IIC:IIIIICII~ [!1ot11> 
111;i1i 111 tltc ~ ~ l : ~ c c l ~ o  !!III~II~ ( f ig .  2 ) .  111 tltis :irlii*C- 
t ~ c ; i t t ~ ~ c ~ i t  p1.or111. t l ic cIi;111gc ill s i t t i ~ ~ p  systolic l ~ l o o i l  
~ICSSII IC (s) ovel  t11c l i t s ~  1 1 1 1 ~ ~  IIICIIIII~S W;IS ill\ CISCI! 
corrc1;llctl \vitl l l l l c  cl1;111!c ill ~ ~ ' t i 1 1 1 1  c~c ; i t i ~ i i l i c  ( y )  
; ~ c c o ~ t l i l ~ ~  10 tl ic ~cp l css io l i  c ( l t~ ;~r io r i :  y= 7..134 - 
(1.2.30 x (11=33(1: r =  -0.21: 1) < O.OOI). 

Scr~irrtl rrr-ic t rc , i t l  

I ' l lc  s c r i i ~ i i  rrric ;~cicl Ic\,cls irr tltc t\vu g ~ o u p s  wcrc 1101 

~ i g t i i ~ i c i ~ ~ ~ t l ~  d i f f c r c ~ i ~  i l t  ;rcl~iiissio~i. 111 t l i ~  l l I i i~c I )< l  
p r o u ~ )  110 s i g ~ i i f i c i i ~ i ~  it~crc;isc \\.;IS obscrt-cd. 1)ut ill 
l l i c  i ict ivc trc;ltl)icnr g~otly, scr\ll l l uric itcill i ~ i c r c i ~ s c t l  
I)Y 0.07 111111olIl ( I l ~ r i f i p  11ic f i~ .s \  yc;ir ;11ic1 ~ . c ~ i ~ ; ~ i ~ i c t I  
l ~ i p l i  (1\1ri11g t l ic s ~ t l i s c ( l ~ ~ c ~ i t  yci11.s (f ig. 3) .  C.'11;11ipcs ill 
s e r t i ~ ~ ~  ur ic ;iciil ( y )  tvitIii11 tlic [ i~.st yc;lr t v c ~ c  
s ig l~i l ic ; i r~t ly  c o ~ ~ ~ ~ c l ; r t c i l  \\ i t11 c l l ; ~~ ipcs  ill s c ~ u l l i  ctci i-  
t i i i i r lc (sj ;~ccor c l i l i ~  t o  t l lc f o l l r~ \ \  ill!! 1oriiit1I:i: ill l l l c  

Sc~r~rirrr /rortr.r.cirrrr~ t r r l t l  .\otlirrrtt 
' I ' l ~ c  c o r ~ ~ l ) i ~ ~ ; l t i o ~ l  of ;I t l~ i i i z idc  cliul.ctic will1 ;I 
~ ~ ~ ~ l ; l s s i t l ~ l l - s ~ ~ ; ~ l ~ i ~ l ~  ;lgeIll 1)10vokeci vlll!' ~ 1 1 1 i l ~ ~  

c l i :~~ igcs  ill scri1111 po~;issiu~li :  11ut t l ic st11:1Il tl if i 'er- 
cllccs ill scri1111 ~>ot: lss iu~n levcl I )ct \ \ 'cc~i  ;~cl ivc 
t rc ;~ t i i i c~ i t  i i l l r l  ~ > l i ~ c c b o  gro11l) re;icllcd stirtistic;il 
sip~iiSic:~~rcc (fig. '1). 

.l'lic scrul l i  so t l iu t~ i  conccntr;ltior~s \I1crc s i ~ i l i l i ~ r  ill 
\ )Ol l l  g1'0tt~)S ;it ; i ~ ~ l l l ~ ~ ~ ~ O l l .  illltI ~ t l ~ ~ ~ ~ ( ~ l l ~ l l t  ~ I l i l l l g ~ ~  
\VCIC SIII;III i111iI ~ t i i t i ~ ~ i ~ i i l l y  i ~ i s i g i i i f i c i ~ ~ l l .  

Fig. .I. Cl~n~lpes ill SCIIIIII pot:lssiull~ l rvc ls  tlurirlp l l lc  -year 
IIC;III~ICIII pcriod: I1lcnn i: SEM values. 

I l loor l  g1trc:osc 
A s  rcl,ortctl clscwl)crcl" 111c filstil ig blvod plucosc 
Icvcl  d i d  11vt cl1;111gc sigllilici11111y ill l l l c  ~) l ;~ccbo 
group i lnr. i l ig t l ic  first t l i rcc ycars. l)ut rose siplril i- 
c:ilitly ill t l lc active t rc i i t~ i ic l i t  group (fig. 5 ) .  
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Fig. 5. Cllar~pcs ill I:isri~ip Ill(~otl pl~lcccrsc Icvcl\ tluriltp ~ l i c  j.!.c;lr 
lrcntliie~il pcriocl: I ~ ~ C : I I I  -I- SEhl \.;llucs. 

.\'CI.I~I?I clrolc.~rcr.ol 
'J'lle scrurll cllolcstrrol Ic\,cl ~vils silllil;l~. i l l  I > o t l ~  
grollps (111ri11g tllr ~ I I I I - ~ I I  pc~iocl. 111 1I1c course 01' 
titric iI sliglrt tlccrc;~sc. \\.;IS ~lotc(l i l l  lllc two g~oups .  
but so filr no sigllilicallt cliffcrcrlcc Il;is cnlcrgctl 
bctween the 1di1ccl)o i111cl tlic ilctivc trCiItIlicIIl 
group. 

L)iscussioa 
-1'lle ultirlli~tc ponl of i~ritillyl>ertensi\-(: tIicr:lpy is to 
reduce lnortality ;111t1 ~llorl>idity \\.llilc niniri~;lirling 
the cln;llity of life. 'I'llc ~ ~ I ~ ~ X I S C  of tllc I I ~ C S C I I I  

riluiticc~~trc lrii11 is t o  cv;~l~~:i tc  ~ v l ~ c t l ~ c r  Illis i1i111 ci111 
bc ilcllie\lcd iri clilcrly sul~jc.cts, 11ut ;I dCfir~ite ;llls\vcr 
Cilllnot !,ct givcll sillcc i t  \\.its (lccitlcd ill  tllc stutl! 
protocol tlint: I ) tl~csc dilti~ sl~oulcl 11ot hc conlriiu- 
nicatctl during tllc trial. iirirl 2 )  tllc tr i i l l  sllould I1c 
terriiiriatcd \\fllerl significarit resillls are fountl. I.lo\v- 
ever. i t  was alrciltly slio\vri ill lllc pilot triill" that 
irlitiaticjn o f  I~yl>olc~lsivc tlicri~py can ~'rotlucc :i slo\v. 
progrcssivc r c d ~ ~ c t i o ~ l  in 1)rcssurc \vitllout ;1r1 cxccss 
of tcrniirlilting evcllts in tlic ;~ctive trciltlnclit group 
as co~nparetl with tllc plilcel~o gronp. 

A blood pressure tliffercrice of ~3110 rrlrll I Ig 
between tlie groups was alrcatly i~chievcd aftcr tllrcc 
nlonths of tl~crapy and this differc~lce was well 
nlilintirinecl during the 5 years of observation. 
Accordi~lg to Kariricl et ill.' tllc risk of an ;~tliero- 
tlirorllbotic brain infi~rctioti incrcilses by  bout 30 pcr 
cent for each l o  rnln I-lp increase in systolic pressure. 
Tllc preserlt trial 111igllt t l ~ c r e f o r ~  be cxpccted to 
tlctcct a tliffercncc ill  stroke iticidcr~ce. 1.lowevcr. i t  
Ilas rlot bccn cle;irly esti~blislicd Iio\\' lo~ ig  such a 
differcllcc ill  I)lootl prcssure Ilas to hc n~iii~itili~~ccl or 
whctlier rcrluctiorl i l l  pressulc fro111 ;I prc\~iously Iligll 
Icvcl Iii~s tllc silli~c I~c~lcfici;ll cffccl ;IS Illat ci~lculi~tctl 
Iro~ll ot>sc~.vcci c;lsu;ll I~lootl ~ r c s s u ~ c  iliffctc~lccs i r l  

c ~ > i ( l c ~ ~ ~ i o l o ~ i c i ~ l  st~~clics I I O ~  i11vo1vi11g i ~ ~ t c r v c ~ ~ l i o ~ i .  
l : i ~ r t l ~ c ~ . ~ ~ ~ o ~ c .  OIIC  IS 10 rcillizc t I l i l1  :Ill!' po~Clltii11 
I)c~lcfit rcs~~ltillg fro111 tllc filll irl I~lootl  pressure rli;~! 

Ilc ofl'sct Ily un\v;~tltcrl sidc cffects of trcatrrlellt. For 
illsti~nce. iliuretics may ci~usc ;I vilrietp of metilholic 
tlcrilnpcrllcrits. i ~ ~ c l i ~ d i r ~ g  i~l~p;lirnlcnt of re~iill fullc- 
[ ~ I I I I .  clcc!rolytc ( I i s t ~ ~ r I ~ i ~ ~ ~ c c s  : I I I ( I  i lc l r r ior i~t io~~ 01' 
glucose t o l c r ;~~~cc .  

Serur~l crc;l~illinc. i~idecd. rose durillg tllc first 
I I I I ' C C  I I I O I I I ~ I S  of i ~ ~ t i v e  t ~ ~ i ~ I ~ ~ ~ ~ ~ i I  i111(l rc~~i;~iried 
illcrcilsccl ;IS co~i~p;lr.ctl wit11 tile 1>lilccl1o group 
tlurinp tllc follow-up. l ' l ~ e  incrcilsc in ser.urll creatin- 
i11c \\.;Is clc:~rly assucii~tcd \ \ ~ i t l ~  the Ilyl~otensive 
cllcct, duc to citllcr a noti-specific cffcct of blood 
Ixcssurc rcductiorl or1 GFR or  ;I direct effect of tllc 
rlii~retic 011 rerlal sccretorp function. ?I \  the placebo 
proi~p tllcrc was little cllange in scrurll crei~titline or  
scrurll uric ilciil. 111 tlle active 1rc;ltnlcnt grorlp. 
I~o\\,c\,cr. rllc scrulll 111ic ilcitl lcvcl wi~s irlcrc;lsctl I)! 
0.07 IIIIIIUIII ;\lid i~lcrc:iscs ill uric acitl occurrctl cvcr~ 
i l l  pi~ticnts in who111 crei~t i r~i~lc  did rlol cllaopc. 
Ncvcrtllclcss. cliarigcs in scrulll crcati~iit~c wcrc 
i~ccunlpanietl by parallel cliarlgcs in serullr uric iicid. 
As previously rcportcd. t l ~ c  cliaripe i l l  scruni uric 
ilcirl level will1 tliurctic trc;rllncllt does !lot orlly 
rcllcct the charlgcs in glornerular filtratio~l :is i~idi- 
c;~tc(I 11y S C ~ U I I I  crcati~line. 

With tlic tirugs usctl i l l  tlic prcserlt triill. tllc 
rctluctioll i l l  I'rcssurc \\,as rll;~irlt;~irlcd \vitliout ni;ljor 
i l i s~u rh i~~~ces  i l l  tllc scrual ~~otessiuni  level. 'l'llis III~I!. 
be :I rcsulr of using tri;~~iitcrctic ;IS n ~)ot:~ssiual- 
sp;~rirlg C O I I I I ~ ~ U I I ~  i l l  [lie diuretic. Scrurll sotliurii. 
too. wils 1101 advcrscly i~ffcctetl. 

Gliicosc iritolcra~icc iilso is a ~il:~jor risk factor for 
coronary ilrtcrp disci~sc i~nd .  in this sturly. treiltrllelit 
c~~liariccd this risk filetor: ;I sig~lifici~nt increi~sc in 
filsti~ig blootl glucose wils obscrvetl in tlic ;~ctive 
trcatnicnt groul) but I I V ~  in t l ~ c  placebo group. O n  
the otlicr hand, no liinjor differellees were found 
witli rcgurti to cliolcstcrol, suggesting tl~at rlle 
sl)c)nti~ncous decreilse i l l  this variable \vIiicl~ scetlls to 
occur at a Iiigli ;lgel2 is not i~ltered by rlle tlriazidc- 
~ i ~ t l I y l t I ~ p i i  trealnient. 

In conclusion. tlie results of the prcsent study 
irlrlicate that cffective lowering of blood pressure 
wit11 a conlbination of diuretics and metllyldopil is 
nssociatcd with a risc in serulll crcatinine ant1 uric 
:~cid, wliile glucose tolcri~~lce is irllpairctl. Tlic 
bala~ice between tlic ~)rcsunled hcncfit irssocii~ted 
witli blood prcssurc rcductiori and tlic ~)ossiblc llarr~i 
related to cnhat lcc~l lc~~r of o t l~c r  risk filclors rcnli~irls 
to l ~ c  tlctcrlni~lcd. 'I'llc o\~cr;lll rcsl~lt of tliis triirl. 
\vllicll coritir~i~cs uritil 1987. slloultl provide this 
i~~forrn;ltior~. 
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NOTE 10 ACII IIOI(S - V ~ l r l ~ . O ~ ~ l i l <  SIYLL:. 
hlost ~ i~cdic :~l  iourt~:ils itgrcccl 10 ;Icccl)t i~rticlcs ~>rcl>;~rc(l i t ,  ;tc- 
cordiincc \vi111 tlic \rit~~couvcr style. :III(I \\*ill it~troclucc this syslcni 
fro~ii .I:tt~~t:~ry I O N O  on. ~ ~ o t t ~ c q ~ t c t i ~ l y .  t l ~ c  l ! ( l i ~ ~ i ~ \  of 7.11~ Ntvlr. 
t~vl~ii~(l.\ J ~ I I ~ ~ ~ I I ~ I  A11~tlic ~ I I I *  ~ l ~ ~ c i ~ l c ~ l  t t *  :tiI;t1it IIIC- I ~ i ~ t ~ i t c ~ i o t ~ s  1 4 5  

A r~ t l~o t s  accotcli~~gly. 

T11v A'rtlrcrl~~~cl,~ JOIII I I~II  (1.f , \ /V(/~I~IIIC ~i~tl i l isl~cs origin:~I :~t~icIcs. 
cditoriiils. rcvic\\*s:~~itl sl~ort :~Iistr;~ctron cli~~ic;il ;nrd cxlic~in~cnt:~l 
i~spccts of it~tcrn:~l tiictlicinc. C'on~rilrutioi~s from outsidr l'lic 
Fietlicrl:t~ids arc accclitctl. hl;~ti~tscrilits slioriltl lie  sen^ to: 

Autl~ors sl~ould r c ~ i ~ i n  a con~l l lc~c  coliv of t l~e  nintiuscript. as the 
Editors (lo not accept rcspo~~siliiliry for loss of palycrs subn~ittcd. 
Suhniissioti of a palicr is l~cld lo it111)Iy t l~at  i t  does not coritair~ 
niaccrial rcljortcd or ~~ul~lisl icd clsc\\~ltcrc. cxccl)t as iin ahstrac~ of 
600 words or less. 

hfn~~rcscril~rs sl~or~ld he wr i l t c~~  in I'.riglisl~. All pitpcrs arc pub- 
lisl~cd in Englisli. Tlic entirc Iiilpcr (iticludit~g figurcs and tnblcs) 
should be subn~itlctl ill trililicate. tyl~c\\-rilte~i (doulilc-spaced) on 
one side of t l~c  1)al)er (A4 forlnat) en11 \villi niargit~sof al~oul 4 crn. 
Gcncrally. tlic pnlicr sliould Ilc organized as follo\vs: separate tirlc 
pape. suriinlaiy, i~~trocluction. tnctl~ods. results. discussion. nc- 
kt~owlcdpetiicnts. rcfcrci~ccs. figure legcr~ds. and tables. 

T l ~ c  title pa,qc sllould carry tlie titlc of the paper. the I,arllcs of 
tlic i ~ ~ t h o r s .  and tlic d~ l~ i i r t t i l~n t  or i~~sli tutc and t l ~ c  town \\~licrc 
tltc work \\.:IS p c ~  fo~~i icd .  A sliort rurining titlc slioultl nlso bc 
suliplicd. 

Tlic sutiin~ary sl io~~l(l  s~~nini:~rizc t l~e  itiili(irta~it i~iforni:~tioti in 
[lie pilpcr and IIOI csceetl 211o \vortls. 

No abbreviations \\.itl~out tlcfinition slior~ld be nscd in t l ~ c  tcxt 
exccpt tliosc listcd bclo\v. hlciit ion I he statistical n~et l~ot l  
eniployed. Use ;I ci~pital initial letter for proprietary names of 
substances arid inatcrials. At firs! riiention (11 a clleti~icnl sub- 
stance. usc the correct clictnical dcsignatioti as well as the generic 
Ilalllc. 

NunibcrJt~orr~r~rrs to tlic tcsts as foll(iws: (I), atid tg)c tl~crn at 
tllc foot of tllc pi~gc \vlicrc tlicy belong. Rcfer to foot~~otes  it1 t l ~ c  
title and t l ~ c  tablcs \\*it11 IIIC following syn~ljols atit1 in this order: *. 
** *I* . , i. 6. 

'I'o i~itlici~tc rc/c-rc.rrc.cs in tlrc test. use superior ~iunilicrs: I.'.'. 
J o u r ~ ~ i ~ l  citi~tions it1 tllc rcfcrci~cc list sl~ciuld bc typed double- 
sli:~ec~I OII  ;I scpariltc pttgc :~nd nulnl~crccl cc~nrccrt~ivcly in tlic 
clrtlcr i l l  ul~iclt t l~cy ill1lic:tr in 111c ~ c s t .  'l'lic conrlilctc titlc s111111ltl 
tic givctt. N I I I I I ~ S  o f  , i ( i(~r~~itl \  S I ~ I I I I I ~  l>c : ~ l i l i ~ i ~ v i ; ~ ~ c ~ l  ~tccor(litip 1 s t  

111rlc..\ Alt.tlic.ri.\. US Ni~ti(ll~:~l Liliraty of hlctlicit~c. I~s in~ i l~ l r c :  

Articles 
I .  Clcm~tioris DIZ. \';1111\'yli J .  Itidpvay EC. ct nl. Evaluation of 

a c r o ~ ~ ~ c p l y  Iiy ri~tlioil~il~~ulioiissn!. of so~~i i~tc t l i~ t -C.  N Enpl J 
hied 1y7y; 301 : I  138-42. 

Uooks 
2. Sniitli JM. Scicritilic analysis on tlte pockct calculator. Ncw 

York: J .  Wilcy. 1y75:12-6. 

Articlcs in books 
3. Uird GWG. Winpliani J. Sensitizatio~i uf cclls with protein 

antiget~s. 111: 'Tlion~psoo IZA. ed. I'ecl~niques in clinical 
ir~~lnu~iology. Oxford: Black\\-cll Scictitific I'ublications. 
1~77:56-7. 

Enclosc figures (uiin~our~ted pliotograplis wit11 good contrast 
printed on glossy wliite paper, width preferably 78 o r  I 64 nim) in a 
scparatc cnvclol>c. Nolc on tltc back (wit11 a soft pencil) the 
~tumhcr of t l ~ c  figure atid t l ~ c  liatlic of tltc'first ttutl~or, and clearly 
indicatc wl~icli is tlic top sitle. Lcttcring in drawings and diogranls 
slinultl Iic l~irgc cnouglt lo bc Icgihlc nftcr rctluction to coluniti 
\vidtlt. 1)oulilcspacc lcpcnds co~lsccutivcly on ii scpari1lc sllcct. 
Lcpcncls sllould bc concise and clcarl!. explain tlic figures \\,itliout 
~cfcrcncc to t11c text. 

7ible.t should be typed double-spaced on separate sl~ects. 
Ouo~ation-marks and vertical lines should not be used. 'l'a1)ies 
sliould be numbered with Ron~an numerals and sliould l~avc a 
brief hcading. Tlic use of SI units is allowed. 

Seventy-five rcpritlrs will be supplied to the first (or senior) 
i~utl~cir frcc of cliargc. Additional reprints can be ordered ~ I I C I I  
proofs arc rcturncd. 

Rcccipt of thc ti~anuscript sl~ould IIC acknc~wlcdgcd by tlic editor 
witliiti onc week. 


