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The effect of metoprolol on mortality was
compared with that of placebo in a double-
blind randomised trial in patients with definite or suspected
acute myocardial infarction. Treatment with metoprolol or
placebo starred as soon as possible after the patient’s arrival in
hospital and was continued for 90 days. Metoprolol was given
as a |5 mg intravenous dose followed by oral administration
of 100 mg twice daily. 1395 patients (697 on placebo and 698
on metoprolol) were included in the trial. Definite acute
myocardial infarction developed in 809 and probable
infarction in 162. Patients were allocared to various risk
groups and within each group patients were randomly
assigned to treatment with mertoprolol or placebo. There
were 62 deaths in the placebo group (8- 9%) and 40 deaths in
the metoprolol group (5-7%), a reduction of 36% (p<0-03).
Mortality rates are given according to the rreatment group to
which the parients were initially randomly allocated.

Summary

Introduction

IN 1965 Snow' reported that propranolol given during the
first few weeks of myocardial infarction (MI) reduced the
mortality, Many trials have evaluated the effect of beta-
blockade on survival both during the early stage of MI and
during long-term follow-up. None of the trials starting from
the day of onser of MI have demonstrared a reduction in
mortality within three months of ML*"" The results of trials
with a2 treatment period of 0-5-3 years have been
conflicting.**'*** The Norwegian multicentre study of

rimolol'” demonstrared significantly reduced mortality in
patients randomly allocared o beta-biockade.

In the present double-blind trial, metoprolol or placebo
were given intravenously shortly after arrival in hospital to
patients with suspected MI. The injection was followed by
double-blind oral administrarion of metoprolol or placebo for
90 days. Thereafter most patients received metoprolol. The
primary objective was to determine whether meroprolol
would reduce 3 month mortality. We also wanted to
investigate the effects on infarct size and arrhythmias. This
report deals with roral mortality during the 90 days of double-
blind treatment.

Patients and Methods

Between June, 1976, and January, 1981, patients with suspected
MI admitted to hospital in the <ity of Goteborg with a catchment
population of 450 000 were assessed for eligibility for this study.
When the trial started all patients were sent to Sahlgren’s Hospital,
the only city hospital, but in March. 1978, the study was extended to
the newly opened Ostra Hospital. The opening of a new hospital in
Géteborg and inclusion of patients admitted during only 9 months
of the vear (not during holiday periods) deiayed patien: recruitment
into the trial. Therefore the study was extended outside Géteborg to
the nearby community hospital in Skdwde in August, 1980 (67
patzents from this hospital were included). Doctors ar the hospitals
later included in the rrial had participated in the trial when it started
at Sahlgren's Hospital in 1976. The eligibility of all patients to join
the study was assessed as soon as possibie after arrival in hospital
according to the following criteria: (1) residence in the carchment
area; (2) chest pain of acute onset and of 30 min duration; or
elecrrocardiogram (ECG) signs of acute MI with estimarted onset of
infarction within the previous 48 h; (3) age between 40 and 74 years.
The subgroup of patients aged 40-69 years was included in the
study in August, 1976, and subgroup of 70~74 years in January,
1678 (except ar Ostra Hospital).

2619 patients fulfilled the entry criteria and were then evaluated
with regard to possible exclusion (table 1). The main reasons for
exclusion from entry were contraindications 10 beta-blockade
(28%), need for bera-blockade {21%), and administrative reasons
(42%%). After exclusions, 1395 patients were randomly allocared to
double-blind treatment; 697 received placebo and 698 metoprolol.
The patients were allocated ro risk groups according ro age (46-69
years and 70-74 years), previous MI, chronic bera-blockade ar
entry, and clinical findings on sdmission (pain alone; pain + ECG
signs of MI; pain and one of the following—heart rare >90
beats‘min, respiratory rate 228 min, lung riles heard no more than
10 cm above the base, or previous uncensciousness), Two additional
groups of patients consistad of those with temporary adverse
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TABLE I-SELECTION OF PATIENTS
Selection No. { .fu}
Patients elygible for srady 2802
Parients woluded tr other
rtacies 183
Patients evaiuated for enzry 2619

Patients excluded from entyy because of
\.UHI"\? ﬂ«hﬂ"]ﬂﬂ‘

224 (47

Contraindrcations to i-blockade: 353 (25)
Cardiovascular 311 (25)
Hypatension (<100 mm Hg) 63( 5)
Bradyzardin (<145 bears/min) 213

Heart futlure (basal riles »10 cm, poor

peripheral circulation, shockl 183 {£5)
AV-block £ )]

Bronchial asthma 2(3
Reguiring 8-blockade 257 (27)
Sersons or muliiple disedses (8
Adniinistrarive reasons: 510 (42)

Refusal to participate 135 (41)

Psychintric disease, alcoholism 126 (20)

Chromie strial fibrillation ] A7 (&)

Pacemaker at entry 43{ 4)

Nor-resident or language problems 43{ 4)

Planned or previous coronary bypass A ]

Minor non-cardiovascular adverse reactions 1o

A-biockade 270 2)

Confused or unconssious 20( 2

On “Ca* ~-amagonists’ at entry 15( )

Raeasons unknowen 200
Randomly all ] to blind o 1395.(50¢

*Percentage of 2619 patients excluded because of contraindications.
FPercentage randomly allocated to treatment Al other numbers in
parenthesss are percentages of patients exciuded from 2ntry,

characteristics with hypertension (systolic blood-pressure <100 mm
Hg) or lung riles heard more than 10 ¢m above the base. These
patients were re-evaluated after 2 h and not later than 4 h afier first
examination by rescarch team doctror and were then found to fulfil the
entry criteria. One group had chronic bera-blockade at entry, the other
did not. Only 24 patients belonged to these two groups, 11 in the
placebo group and 13 in the metroprolol group. Entry characreristics
of all parients are given in rable i1,

Treatment was started as soon as possible after arrival in hospital.
Metoprolol 15 mg (7-5 ml) or placebo (saline. 7-5 ml) was given
intravenously (a rapid injection of 2+5 ml was given every 2 min),
The patient was kept under clinical observation by a physician, with
simultaneous monitoring of ECG, heart-rate, and blood-pressure by
a special research assistant, If there was a fall in systolic blood-
pressure below 90 mm Heg, a fall in heart-rate below 40 beats/min, or
development of amoventncular block (PQ-time <026 s), or if
serious adverse reactions which could probably be asr.nbed to beta-
blockade occurred (e.g.. dyspnoea, nausea, cold sweat), no further
mjections were given. If the full dose was tolerated, one half of a
tablet was given 15 min after the injections were completed and then
every 6 h for 48 h, and thereafter one tablet every 12 h (placebo or
metoprolol 100 mg). Ifless than the full intravenous dose was given,
one quarter of a tabler was given every 6 h during the first 48 h
followed by one tablet every 12 h, All data were registered on 2
special computer record form by the research assistant. These
record forms were not available to any of the physicians managing
the patient during the treatment period. The full intravenous dose
was given to 1363 patients; 32 patients could not rolerate the full
dose (placebo 12 patients, metoprolol 20 patients). A 12-lead
standard ECG was taken on admission and special precordial
mapping was performed with 24 electrodes ar a paper speed of 50
mm/s. Precordial mapping was repeated on day 4. A standard
12-lead ECG was taken every morning during the first 3 days.
Blood-samples for determination of lactate dehydrogenase (LD)
1+II were taken every 12 h for 3 days. Blood-samples for
transaminases were taken each morning during the first 3 days.
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Prides o Teee o tlgdres for withdrawal from tablet treaiment
(met, 11'0 io: o puacebo) and schedules for treatment of different
complications were bpcc:ﬁed in & manual of npcratmn Critenia for
withdrawals and number of patienrs withdrawn are given in table iz,
Excepr for continuous ventricular tachycardia or fibrillation,
ventricular arrhythmias were not treated. Lignocaine was given to
32 patients in the metoprolol group and to 35 patients in the placebo
group. The following criteria were used for classification of definite
and probable MI. For definite Ml two of the following three critena
had to be fulfilled: (1) chest pain of ar least 15 min duration; (2)
Q-wave or ST-segment elevation followed by T-wave inversion in at
least two electrodes in a 12-lead standard ECG; (3) two serum
aspartate aminotransferase (ASAT) values twice the normal value in
combinarion with low or normal serum alanine aminotransferase
(ALAT) vaiues. ECG changes in enly one ¢lectrode or only one
raised ASAT value in combination with at least one LD 1+11 value
above normal were also regarded as definite MI. For probable MI
chest pain plus one of the following criteria wes required: (1)
T-wave inversions: (2) one raistd ASAT in combination with lowor
normal ALAT; (3) one or more raised LD 1+ ITvalues; (4) Q-wave or
ST-segment zlevation followed by T-wave inversion in only one
eleerrode.

After discharge from hospital, all patients were seen by physicians
of the project at a special outpatient clinic. A computer record form
was filled in at rwo visits at about 4 weeks and 3 months from first
arrival in hospital. All deaths within 90 days of the start of blind
trearment were recorded and classified by an independent safery
monitoring committee consisting of one statistician and three
physicians not otherwise involved in the study.

The appropriate number of patients necessary for satisfactory
statistical analysis was calculated by statistical methods based on
estimation of mortality in the rreatment and control groups and the
probability of detecting this difference. It was esrimated that the
three-month mortality in the placebo group might be 15% for those
who developed definite MI under the most favourable conditions
and it could be reduced to 9% in the treatment group. For those not
developing definite MI, 3-month mortality was assumed to be zero.
It was estimated thar 800 parients with definite MI were needed to
detect such a difference with more than 80% probability at the 5%
significance level. The statistical test of the 90-day mortality was
done with Fisher's exact test in fourfold 1ables. Mantel-Haenszel's
method"® was used to test differences in survival curves and Cox’
proportional hazards model'” was used 1o adjust for baseline
variables. A rwo-tailed rest with a p value <0-05 was regarded as
significant.

Results
Comparability

There were some small differences between the 697
patients in the placebo group and the 698 patients in the
metoprolol group in respect of sex, age, clinical history,
therapy before admission, clinical findings at entry, or acute
treatment given in the hospital before the injection (table 11).
There were no differences berween the two groups as regards
the interval between onset of symptoms and injection. The
interval between the onset of pain and the start of trearment in
hospital was 11-30-3 h. 43-6% of all patients were started
on blind treatment within 6 h, 69+ 0% within 12 h and 90- 7%
within 24 h. There was no difference in this delay between the
placebo and the meroprolol groups.

Mortality

There were 62 deaths in the placebo group (697 patients)
and 40 deaths in the metoprolol group (698 patients). This
means that the cumulative mortaliry rate for the double-blind
treatment period of 90 days was 8- 9% in the placebo group
and 5+ 7% in the metoprolol group. Thus, the administration
of metoprolol reduced the total mortality by 36%. In a rwo-
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TABLE {I-CHARACTERISTICS OF PATIENTS ON PLACEBO OR
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TABLE [lI-NUMBERS OF PATIENTS WITHDRAWN FOR ALL REASONS

METOPROLOL EXCLUDING DEATH
Treatment group | No, (%) withdrawn in |
| Ton on:
Placsbo Meroprolol '1E'L___
R {n=697) (n=698) Placebo | Metoprolol Significance
Churacteristics % T Reasons for withdrawal (n=686) | (n=686) (p)
Sex: Cardrozascular:
Men 76-2 75:5 Hypotension (<90 mm Hg) 13 (1-9y 29 (4-2) 0-018
Women 238 244 Bradycardia (<40 beats/min) 5 (0-T) 18 (2:6)| 0011
Age: Heart failure 7 (1-0) 4 (0-6)
<64 years 630 663 AV-block IT or [11 11 (1+6)| 16 (2-3) >0-2
85-74 yeurs 35-0 333 Need for B-blockade;
Clinical higtory: Angina pectoris 3@ 14 2g oM
Previous infarction 22-7 21-2 Hypertension 4 (0:8) 2 (D-3)
Angina pectoris (5)* 347 35:7 Arrhythmias 13 (1-9) 1 (0-1)| ©0-003
Hypertension 29-7 29-1 Other (subjective need, remor &e.)| 5 (0-7) 4 (0-6)
Therapy before admission: Other: J
Digitalis {6) 12-9 12-5 Side-sffects 2 (3-2) 22 (3-23)] >0-2
Diuretics (3) 18-7 18-7 Unwillingness 5 (0-7 3 (07
f-blockers 2544 25:2 Other causes 14 (2-0)] 11 (1-6)| >0-2
Climical starus at entry: Unknown 4 (0-8) 5 (0-7)
Pulmonary riles 9-0 1146
ECG signs of infarcnion (1) 478 49:9 Toral number 131 (19-1) 131(19-1)| >0-2
Hearr-rate >100 beatsimin (1) 62 47 Missing data 11 12 >0-2
Systolic blood-pressure
<100 mm Hyg (2) 44 3-3
Dyspnoea at onset of pain (28) 30-8 288 Toral mortality in each risk group is given in table IV,
Taouhuae D Rogpinal bijane b e e . Meroprolol significantly reduced 3-month monality in the
Morphine (3} 53-9 36 lol hole by 36%, in th ed 40—-69
Atropine (3) 3.5 3.9 metoprolol group as a whole )‘/_ » in those ag
Tsoprenaline or analogues (2) 0-0 0-0 years by 37%, in those aged 65—74 years by 45% and by 34%
Diuretics (3) 9-8 10:8 in patients in whom definite MI developed. A similar
E‘:’::::i?ﬁj 12 f; reduction of mortality with metoprolol was found for the
F-al ) -t
fi-blocker or vecapamil (5) 1-6 | 2-2 othﬂ"subg'roups. s | .
| In fig. 2, morrality is given for patients in the placebo and
Mran age=SEM ) Lol (e metoprolol groups who continued for 3 months on the
Mean time from onset of symproms 1o hich th <% 1 YT h
blind injection=SEM (16) 11-420-4 | 11-1=04 treatment to which they ha; een allocated, those who

*Numbers in parentheses are numbers of parients for whom data were missing,

railed test the p value for this difference 15 <003 (p=0-030,
Fisher's exact test; p=0-024, Mantel-Haenszel). In a Cox
analysis adjustment for the slight differences of the baseline
characteristics, including previous MI, age, delay, lung rales,
and ECG signs of MI, gives a p value of <0-015. The
mortality rates are given according to the treatment group to
which the patient was initially randomly allocated. Fig. |
shows the cumulative number of total deaths in all parients
randomly allocated to trearment with metoprolol and placebo
during the 90-day period.

7
placeno
&0 —
p=0024
P metaproiol

Cumulative number of deaths

kit &0 50 60 T BO 90
Cays after entry

Fig, 1—Cumulative number of deaths in all padents randemly
allocated to treatment with metoprolol and placebo.

p value is calculated according to Mantel-Huenszel.

stopped their allocated treatment during this period, and for
patients with missing data on their blind tablet intake. For
patients who continued treatment for the whole 3-month
period, metoprolol treatment reduced mortality by 47%.
There was no difference in mortality between the placebo and
metoprolol groups in patients who prematurely withdrew
from the allocated treatment. There were no deaths in the
parients in whom tablet intake was uncertain. The patients
who continued on allocated treatment in the two groups are
not strictly comparable since there are different reasons for
tablet withdrawal in those on metoprolol and on placebo
(rable 111).

Patlent tlow dlagram
Evnluated lor prtry 2818

Aoruomised 1358

Placaso 897 B3B8 betoatoiol

Contined  Biire Missing aata Centinued  Bling Missing dats
blind tshbat o Dl LAbigT Blind 3 an biind taost
tréutment  wathdtawn  intae restmEat  wahdiawn  nteke
n=535 In=1311 =il n=553 m=131  In=12

Dz <0 2z -} 21 19 o

Total deamns 82 40

by intantan 18- Bl (5« 79%)

LRt

Fig. 2—Patient flow diagram for all patients evaluated for entry to the
study and randomly allocated to treatment with placebo and
metoprolol.

All deaths gre toral deaths by intention to rreat,
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TABLE IV-TOTAL NUMBER OF DEATHS IN ALL PATIEXTS IN VARIOUS
SUBGROUPS RANDOMLY ALLOCATED TO PLACEBC OR METOPROLOM

| No. of deathsiparients {%)

| LpIuPHy Significancy | Effker*
Cirowp Placebo Metoprolol |
All patients A2IAGT  (K-O)| HIEYR (5-7) e o3
No history of previous
infarcrion 141539 (8-2)) 30:550 (5-3) o-10: 33
Histery of previous
infarction I8:158 (;1-4) 10148 (6-8)] >0020 il

Nat on chronic

fblockade at ¢ 4AI520 (BB WSR2 (3-7)| 0071 35
On chrogic beia
blockade & entry | 162477 (9-0) 104176 (5-7)| 020 37

Ages 40-69 years (8-2); 32629 (5-2)| 0-03¢ | 3F
Apes T0-T74 years ) (F5-7); B69 (f1-5)| >0-20 26
Ages 40— 64 vearet 2i433 (5-7) 21468 (4-3)| >0e20 2
Ages 6574 yearst 36/244 (14-8) 194234 (8-5)| 0-032 45
Definite MI14 5610 (73-7) | 367399 (g-0)| 0046 ES|
No definite M1t | BI28T (2.5 4299 (13 >0:20 36

I
*Percentage reduction in mortulity=
[mortality rate placebo-mortality rate metoprolal)> 101
muorTality rate placebo
+Azzlysie of rerrospectively formed subgroups.

Compliance and Adverse Reactions

The patients’ compliance with trearment was judged by
tablet counts and assay of metoprolol in urine. Analysis from
a random subgroup of 1094 patients showed that 78% of the
patients had taken more than 90% of the prescribed doses.

Tablet treatment was withdrawn in 19% of both groups of
patients during the total 90-day period of treatment (table 111).
More patients were withdrawn from trearment in the
metoprolol group because of suspected adverse cardiovas-
cular reactions. The need for beta-blockade because of
recurrent chest pain and tachyarrhythmias was a more
common reason for withdrawal of trearment in the placebo

group,

Discussion

This study has demonstrared a reduction in total mortality
in patients with definite or suspected MI by meroprolol
treatment starred on admission to hospital and given for 3
months. There were only very small differences in
characteristics of the parients before entry to the trial, These
differences tended to balance each other bur were mainly
prognostically unfavourahle for the metoprolol group. When
differences were adjusted according to Cox’ proporrional
hazards model, the statistical significance was improved with
a p value below 0-015. The reduction of mortality with
metoprolol was significant also in the subgroups of patients
aged 40-69 and 65-74 years and in patients in whom a
definite MI developed. A similar reduction in mortality, was
seen also in subgroups of patients with and without previous
MI and in patients with and without chronic beta-blockade
treatment before entry to the trial.

This study is the first to demonstrate a beneficial effect of
beta-blockade on survival during the early phase of M1 Since
the first optimistic report from Snow in 1965, the only other
study that has demonstrated a positive effect on survival
when beta-blockade has been given from the day of admission
is the Copenhagen study on alprenolol.’® However, in that
study a positive effect of alprenolol was reported only after
one vear of follow-up in parients younger than 65, while there
was a negative trend on survival in patients older than 65
vears. The Copenhagen study has been criticised because of
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conflicting results for the rwo age-groups.” In the Norwegian
rimolol study'” there was a significant reduction in mortality
in postinfarcrion patients below and above 65 years of age.
The present study of meroprolol also accorded with the
timolol study, by demonstrating a significant reduction in
mortality in patients aged 65-74 years (45%) as well as in
patients aged 40-89 years (37%). Data were analysed as
three-year age-groups from 40 to 74 years. There were fewer
deaths on metoprolol trearment in all groups with exception
for the group 61—63 years (to be published). From the present
material we cannot claim that metoprolol has a more
beneficial effect on mortality in any parricular age-group.

Compliance was good in the present study, as was the
tolerance ro metoprolel; this is reflected by the low number of
treatment withdrawals compared with many other studies in
acurte infarction and alse in postinfarction patients®!%'*7
The number of rreatment withdrawals was the same in
patients given meroprolol and placebo, There was a higher
number ol adverse cardiovascular reactions in the metoprolol
group, but this was balanced by a higher withdrawal in the
placebo group because beta-blockade was needed to treat
angina pectoris, hyperrension, and arrhythmias.

The present study strongly supports the theory that beta-
blockade of patients during the acute and postinfarction
period can reduce mortality, as has been suggested earlier in
studies on alprenolol,’*'**¢ practolo!," and timolol.'" This
study on metoprolol is the first to show asignificant effect of a
beta, -selective blocker and also to show an effect on mortality
in the early phase of MI. These results support the view that
early administration of beta-blockade in acute MI is of value
and that the important property and the only one common to
all beta-blockers with a positive effect on survival, 15 beta;-
receptor blockade. Neither intrinsic stimulating activity,
betas-receptor  blockade, nor  membrane-stabilising
properties should be a prerequisite of the protective effect.
This accords with observations of the protective effect of
bera-blockade on ventricular fibrillarion in animal models.*!

The reasons for the reduction in mortality with metoprolol
in the present study are not known. An analysis of the modes
of dearhs with regard to suddenness, symptoms, arrhythmias,
and necropsy findings is in progress. We compared the
reduction of mortality in this study with rhar of the timolol
study from Norway.'” During a mean follow-up time of 17
months in thar study there were 152 deaths in the placebo
group and 98 deaths in the timolol group, a 35+ 3% reduction.
This resembles the reduction obrained within 3 months inthe
present studv. with 62 deaths in the placebo group and 40
deaths In the metoprolol group, a reduction by 36%. The
mortality from 12 days to 3 months was reduced by 42% with
meroprolol and by 24% with timolol. This might be the result
of starting treatment much earlier in the metoprolol study, of
adifference in the patients, or adifference in efficacy between
metoprolol and timolol. The fact that metoprolol caused a
15% reduction in enzyme-estimared infarct size among
patients treated within 12 h after onset of pain (69% of all
patients) sugpests that the benefit is related to the early
administration of metoprolol (unpublished). Only 32 patients
in the metoprolol group, compared with 55 in the placebo
group, were given lignocaine for the rrearment of ventricular
tachycardia and fibrillation. It therefore seems reasonable to
helieve that metoprolol has beneficial effects during the first
days of acute MI as well as during larer stages of the carly
infarct period.
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ACYCLOVIR IN HERPES ZOSTER
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In a double-blind randomised rrial patients
with acute herpes zoster received either 3
mg/kg acyclovir (27) or placebo (29) intravenously three times
daily. Acyclovir significantly improved the rate of healing of
the skin lesions and shortened the period of pain in the acute
phase of zoster. Particularly responsive patients were those
above 67 years, those with fever, and those with less than four
days of pain before treatment. No adverse effects were
observed. Acyclovir seems to be active against vanicella/zoster
virus.

Summary

Introduction

For chemotherapy of systemic varicella/zoster und herpes
simplex virus infections the options seem limired 1o
vidarabine ot acyclovir.! The guanine derivative acyclovir
(9-[2-hydroxyethoxymethyl]l guanine} is selecrively mono-
phosphorylated in herpes simplex virus infected cells by a
virus-specific  thymidine kinase, and the resulrant
triphosphate  derivative specifically inhibits the DNA
polymerase of herpes simplex virus. Selby and co-workers'
reported encouraging resuls with acyclovir in patients with
disseminated or localised herpes simplex or varicellaizoster
infections; and in herpes simplex infections conrroiled trials
have borne rhese out. For instance, in a recently reported
study in immunocompromised patients with herpes simplex
virus infection, acyclovir shorrened the period of virus
shedding and pain In varicellafzoster wvirus infecrions,
however, controlled studies of systemic acyclovir have been
lacking, We reporr here a comparison of acvelovir and
placebo in non-immunocompremised patients with herpes
zoster,
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Patients and Methods

Qur observarions concern 36 consecutive parients admitied to
nhospiral with herpes zoster whe met the criteria of being over 30
years of age, free of malignant disease, and nor on 1rearment with
corticosteroids. In the period of recruitment 3 patients were
exciuded on these criteriag and 1 parient was removed from the study
upon diagnosis of 4 lymphoma, All patients gave informed consent
by signature.

Placebo (100 mg munnitol BP per vial) or acyclovir (5 mgikg, 250
mg per vial) was given 8-hourly tor 5 days as an intravenous bolus
injection. The vials were coded and injections were given as if all
vials contained active drug, A prearranged schedule for increasing
the inrerval berween doses in case of renal insufficiency did not
come into use, since all patients had a serum creatinine below -3
mg/dl (133 untelfl), .

Previous experience in 222 patients with herpes zoster™®
indicared thar the severity of the inflammarory reaction, the rate of
healing, and the duration of pain are dependent on sex, age, the
presence of fever, and the affected dermaromef(s) and also thar the
period of pain before skin eruprion is considerably longer in thoracic
than in trigeminal zoster. The placebo group (29 patients) and the
acyclovir group (27 patients) proved 1o be marched with respect to
all of these vartables, as well as with respect 1o rhe aumber and size
of vesicles (table 1), [lowever, the patients in the placebo group wery
in hospital longer than these receiving active drug (placebo X=7-48
days, n=29, SD=2-39, skewness 0-86, r=2:014 (p<d-05)
acvclovic X=3- 88 days, n =26, SD =148, skewness 0- 23, 1 =0-30),
In the acyclovir group ! patient remained in hospital for 6 weeks for
reasons other than the acute eruption and has been excluded from
the calcularion.

The parients were examined daily for collapse of vesicles,
formation of scabs, fever, and development of new vesicles. As
previously,” one of us (V. E.) evaluared serial priotographs of an
carly, 7-1%9-9 cm, lesion independenily of the clinical
examination. The time taken for collapse of all vesicles, for
disappearance of inflammatory lividity, and for the appearance of
the first scab und total scab formation was noted. Sarisfactory serics
were preseat in 22 patients [rom the placebo group and 20 patienrs
fram the acyelovir group.

The presence of pain was recorded daily in hospiral and also at
follow-up one and thres months after the dare of admission. The
hospital stay was shorter tn this study than in similar previous
investigations, probably because che parients were awars of 1aking
part in a research programme. The interval berween dischargeand
follow-up examination one month after admission was therefore in
some cases quite long and statements made after discharge abour the
day of disappearance of pain were not deemed valid.




