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Interferon f-1ain relapsing multiple sclerosis: four-year extension of the
European IFN f-1a Dose-Comparison Study

M Clanet*', L. Kappos®’, H-P Hartung’, R Hohlfeld* and The European IFNf-1a

Dose-Comparison Study Investigators®

Service de Neurologie, CHU Toulouse Purpan, Toulouse, Cedex 31059, France; “University Hospitals, Departments of
Neurology and Neuroradiology, CH-4031 Basel, Switzerland; ®Department of Neurology, Heinrich-Heine University,
D-40225 Diisseldorf, Germany; “Institute for Clinical Neuroimmunology, Ludwig-Maximilians University Munich, D-
81377 Munich, Germany

Background: Multiple sclerosis (MS) is a chronic disease requiring long-term monitoring of treatment. Objective: To assess the four-
year clinical efficacy of intramuscular (IM) IFN-1a in patients with relapsing MS from the European IFN i-1a Dose-Comparison Study.
Methods: Patients who completed 36 months of treatment (Part 1) of the European IFN ff-1a Dose-Comparison Study were given the
option to continue double-blind treatment with IFN-1a 30 mcg or 60 mcg IM once weekly (Part 2). Andlyses of 48-month data were
performed on sustained disability progression, relapses, and neutradlizing antibody (NAb) formation. Results: Of 608/802 subjects who
completed 36 months of treatment, 493 subjects continued treatment and 446 completed 48 months of treatment and follow-up. IFN f-
la 30 mcg and 60 mcg IM once weekly were equadlly effective for up to 48 months. There were no significant differences between doses
over 48 months on any of the clinical endpoints, including rate of disability progression, cumulative percentage of patients who progressed
(48% and 43%, respectively), and annudl relapse rates; relapses tended to decrease over 48 months. The incidence of patients who were
positive for NAbs at any time during the study was low in both treatment groups. Conclusion: Compared with 60-mcg IM IFN -1a once
weekly, a dose of 30 mcg IM IFN 3-1a once weekly maintains the same clinical efficacy over four years.

Multiple Sclerosis (2004) 10, 139—144
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Introduction Comparison Study, which was conducted to determine
whether a higher weekly dose of IM IFNB-1a could

Three interferon beta (IFNP) products — IFNB-1b (Be- imprc.)ve upon the established efﬁ.cacy O_f IM .IFNB—la 30
taseron®, Berlex Laboratories Montville NJ, USA), IFNB- mcg in reducing the rate of sustained disability progres-
1a (Avonex®, Biogen, Inc., Cambridge, MA, USA), and sion. Efficacy and MRI data from the first 36 months of the
IFNP-1a (Rebif®, Ares-Serono, Geneva Sw’itzerlalid) - study (Part 1) have been publishesteparately_‘*.In sum-
have demonstrated beneficial effects in the treatment of mary, the effect of both doses of IFNP-1a M seen in Part 1

f th imil h i i
patients with relapsing multiple sclerosis (MS). Two-year of the study was similar to that observed in the pivotal

h 1 oi | trials b b e . duci phase IIT trial of IFNP-1a,> and results showed no
phase _prOta trl.a § have shiown etiicacy 1n reducing differences between IFNB-1a 30 mcg and 60 mcg IM on
exacerbations, slowing disability progression, and redu-

’ o X : X s time to sustained disability progression, extent of change
cing activity on magnetic resonance imaging (MRI)." *

: X ) =) in Expanded Disability Status Scale (EDSS) score, relapse
However, MS is a chronic disease requiring long-term rate, and rate of intravenous (IV) steroid use.* In addition,

treatment. Results of long-term follow-up patients treated  there were no statistically significant differences or trends
with IFNB therefore are important and should be taken observed between IFNB-1a 30 mcg and 60 mcg IM with

into account in clinical practice. regard to change in T2 lesion volume, change in T1 lesion
The efficacy and safety of intramuscular (IM) IFNB-1a  yolume, number of new or enlarging T2 lesions compared
were recently evaluated in the European IFNB-1a Dose- with baseline, number and volume of gadolinium-en-

hanced (Gd+) lesions, and brain atrophy (only one MRI
parameter at one time point, i.e., the number of new or
enlarging T2 lesions at month 36 compared with month
24, showed a statistically significant difference between
the IFNB-1a 30- and 60-mcg doses [P = 0.004]).*

Patients who completed 36 months of treatment (Part 1)
were allowed to enroll in a second phase of double-blind
treatment (Part 2). The present paper reports 48-month
“*See Appendix for members of the European IFNP-1a (AVONEX®) efficacy data from Part 2 of the European IFNP-1a Dose-
Dose-Comparison Study investigators. Comparison Study.
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Methods

Detailed design and methodology of the study have been
published separately.®

Subjects

The European IFNP-1a Dose-Comparison Study enrolled
802 patients with a relapsing form of MS. Patients were
included in the study if they had a clinical diagnosis or a
laboratory-supported clinical diagnosis of definite MS® for
at least one year, at least two medically documented
relapses within the three years prior to randomization,
and an EDSS score between 2.0 and 5.5, inclusive.
Patients were excluded from the study if they had
progressive disease for longer than six months, had a
relapse within two months prior to randomization, or
were pregnant or breastfeeding.

Study design

The European IFNP-1a Dose-Comparison Study was a
randomized, double-blind, parallel-group study con-
ducted throughout Europe. Patients were randomized to
receive IFNB-1a 30 mcg (n = 402) or IFNB-1a 60 mcg (n =
400) IM once weekly for at least 36 months. Patients who
completed the 36-month planned study period (Part 1)
were allowed to participate in a second phase of double-
blind treatment, completing 48 months of treatment (Part
2). Thirty-four of the 38 study centres enrolled patients
into Part 2 of the study. Each study site designated a
primary examining neurologist and at least one treating
neurologist. Responsibilities of the examining neurolo-
gists included performing EDSS evaluations and neurolo-
gic examinations during all scheduled study visits; they
were not involved with any other aspect of patient care or
management. Treating neurologists were responsible for
all other aspects of patient care and management, includ-
ing the assessment and treatment of adverse events and
relapses.

The primary outcome variable was sustained disability
progression, defined as time to a sustained increase of
> 1.0 point on the EDSS persisting for six months for
patients with baseline EDSS scores of < 4.5, or a 0.5-point
increase for patients with a baseline EDSS score of > 5.0.
Additional efficacy outcome variables included the
following: rate of sustained progression to an EDSS
score of >4.0 and > 6.0, and extent of change in EDSS.
As relapses do not fully represent the extent of disease
activity and do not correlate with disease progression,”
they were not predefined in the protocol as an efficacy
endpoint. Safety was assessed by the incidence of adverse
events and the results of blood chemistry, hematology, and
urine testing. EDSS was evaluated every three months.
Patients were seen at any time throughout the study for
the evaluation of adverse events or relapses.

Serum levels of neutralizing antibodies (NAbs) were
measured at baseline and every three months throughout
the study at a central laboratory at Biogen, Inc., using a
two-step ELISA —cytopathic effect assay. We report the
incidence of titers of > 1:20 — the level that has been
associated with reduced biologic activity of IFNB-1a.2
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Statistical analysis

Analyses were based upon the intent-to-treat population
(i.e., all randomized subjects). All reported P values were
based on two-tailed statistical tests, with a significance
level of < 0.05. No imputation was performed for missing
data.

The primary endpoint, the cumulative probability of
sustained disability progression, was calculated for each
treatment group using the Kaplan—Meier product-limit
method. The treatment groups were compared using the
Cox proportional hazards model using baseline EDSS
score, prestudy relapse rate, duration of disease, age, and
gender as preplanned covariates. Covariates, which did
not reach a significance level of 0.05, were dropped from
the Cox proportional hazards model. All time-to-event
endpoints were analysed in a similar way. The treatment
difference on the extent of change in EDSS was analysed
using the rank-based analysis of covariance (ANCOVA)
model at each predefined time point using the baseline
EDSS score as the covariate. Annualized relapse rates
were compared between doses using the likelihood ratio
test for a Poisson model. Percentages of relapse-free
patients were estimated using the Kaplan—Meier method,
and the difference between treatment groups was com-
pared using the log-rank test.

Results

Subjects

Six hundred and eight subjects completed 36 months on
study in Part 1. As some centres decided not to participate
in the extension study, only 493 patients were enrolled in
Part 2 (Figure 1). A total of 446 subjects (56%) of the initial
cohort who entered Part 2 of the study completed 48
months of treatment and follow-up (Figure 1). The
proportion of subjects enrolled in Part 2 who discontinued
the study before 48 months was 13% (31/246) in the 30-
mcg group and 6% (16/247) in the 60-mcg group. The most
common reasons for study discontinuation in both the 30
and 60-mcg groups were perceived worsening of disease
(6% [14/246] and 2% [6/247], respectively), other reasons
(4% [11/246] and 2% [6/247], respectively), and adverse
events or lack of tolerability to study drug (1% [3/246] and
< 1% [1/247], respectively). The ‘other’ category included
patient request and the wish to become pregnant. The
median time on study was 1447 days (3.96 years) in the
30-mcg group and 1455 days (3.99 years) in the 60-mcg
group.

The baseline demographic and clinical characteristics of
patients who were originally enrolled in the study are
listed in Table 1. There were no differences between
treatment groups with regard to age, sex, race, disease
duration, EDSS scores, MRI, or prestudy relapse rates.
Overall, the mean age at diagnosis of MS was 31.3 years,
the mean disease duration was 6.4 years, and the mean
EDSS was 3.6 at study entry. The mean relapse rate during
the three years prior to enrollment was 1.3 per year. As
shown in Table 1, baseline characteristics of patients
included in Part 2 were similar to baseline characteristics
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Patients Randomized in Part 1

N=802
[ ]
IFNB-1a 30 mcg IM IFNB-1a 60 mcg IM
n=402 n=400
Completed Part 1 Completed Part 1
36 Months on Study 36 Months on Study
IFNB-1a 30 meg IM IFNB-1a 60 mcg IM
n=318 n=316
I ]
I ] [ 1
Not Eligible or Entered Part 2 Not Eligible or Entered Part 2
Did Not Enter Part 2 n=246 Did Not Enter Part 2 n=247
n=72 n=69
I I
Dropped Out of Extension Dropped Out of Extension

Study Before 48 Months
n=31

Completed 48 Months

of Follow-Up
n=215

Study Before 48 Months
n=16

Completed 48 Months
of Follow-Up
n=231

Figure 1 Profile of patients in Part 1 and Part 2 of the European IFNf-1a Dose-Comparison Study.

Table 1 Baseline demographic and clinical characteristics of patients enrolled in Part 1 and Part 2 of the European IFNB-1a Dose-

Comparison Study

Characteristic Part 1 Part 2
All patients IFNp-1a 30 mcg IFNp-1a 60 mcg
n=3802 n= 246 n=247
Age (years)
Mean+ SD 36.8+7.9 37.6+7.7 36.9+7.9
Gender (% female) 68 69 68
Ethnicity (% Caucasian) 97 98 98
Classification of MS (%)
Relapsing—remitting 85 86 87
Relapsing—progressive® 15 14 13
Age at diagnosis (years)
Mean+ SD 31.3+7.8 31.9+7.8 31.6+7.7
EDSS score
Mean+ SD 3.6+1.0 3.4+1.0 3.5+1.0
Prestudy relapse rate”
Mean+ SD 1.34+0.6 1.3+0.6 1.34+0.5

SD, standard deviation.

“Patients with early progressive disease who experienced relapses; patients with confirmed progressive disease and no relapses were

excluded from the study.

"Relapse rate per year during the three years prior to study enrollment.

of patients included in Part 1, suggesting that there was no
selection bias to affect the clinical results of patients
included in Part 2 who were followed for up to four years.

Disability progression

The cumulative percentage of subjects with sustained
disability progression for each treatment group is shown
in Figure 2. After 48 months of treatment, the cumulative

rate of sustained disability progression was not different
between the IFNB-1a 30-mcg group and the 60-mcg IM
group. The cumulative percentage of subjects who pro-
gressed at 48 months was 48% in the IFNP-1a 30-mcg
group and 43% in the 60-mcg group (rate ratio, 0.94; 95%
confidence interval [CI], 0.75-1.17; P = 0.58).

The cumulative percentage of subjects who progressed
to an EDSS score of >4.0 or > 6.0 was analysed. There
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>1-Point Progression on the EDSS

0.6 -

P=0.58
0.5 Rate Ratio: 0.94

0.4 -

0.3 1

0.2 4

Probability of Progression

0.1 1

0.0 T T T T T T

— IFNB-1a 30 mcg
_____ IFNB-1a 60 mcg

0 3 6 9 12 15 18

24 27 30 33 36 39 42 45 48

Month

Number of Patients at Risk

30meg 402 384 356
60 meg 400 373 353

337 320
334 321 301

300 278 265
287 278

255 251 243 225 201 184 156 102 88
262 252 239 225 204 183 158 109 88

Figure 2 Kaplan—Meier curve of the cumulative probability of disability progression by treatment group (all subjects). The cumulative
probability of developing disability progression was similar between the IFNf-1a 30-mcg group and 60-mcg group (P = 0.58).

Table 2 Extent of change in EDSS scores from baseline over four
years of IFNB-1a treatment

IFNp-1a IFNf-1a
30 mcg 60 mcg
n=402 n= 400 P value

Mean change+ SEM

Months 0-12 0.09+0.04 0.06+0.04 0.86
n=2376 n=376

Months 0-24 0.14+0.05 0.16+0.05 0.99
n= 347 n= 348

Months 0-36 0.25+0.06 0.27+0.06 0.47
n=328 n=326

Months 0-48 0.30+0.08 0.30+0.08 0.69
n=192 n=211

SEM, standard error of the mean.

were no significant differences between treatment groups
for either endpoint (rate ratio for EDSS > 4.0, 1.01; 95%
CI, 0.70-1.45; P = 0.96; rate ratio for EDSS > 6.0, 0.96;
95% CI, 0.69-1.32; P=0.79). By month 48, 30%
of subjects in each group progressed to an EDSS score of
> 4.0 and 22% of subjects in each group progressed to an
EDSS score of >6.0. At month 48, the mean change in
EDSS score was 0.30 in the 30-mcg group and 0.30 in the
60-mcg group; no significant differences between treat-
ment groups were observed in change in EDSS score at
month 12 (P=0.86), month 24 (P=0.99), month 36
(P=0.47), or month 48 (P = 0.69) (Table 2).

Disability progression was also analysed according to
disease characteristics at baseline, including EDSS score

Multiple Sclerosis

(<3.5 or >4.0), presence of Gd+ lesions (0 or > 1), and
type of relapsing MS (relapsing-remitting or relapsing—
progressive). There were no differences between IFNB-1a
30 mcg and 60 mcg for subjects with baseline EDSS scores
of < 3.5 (hazard ratio, 0.84; 95% CI, 0.61-1.16; P = 0.29)
or baseline EDSS scores of > 4.0 (hazard ratio, 1.04; 95%
CI, 0.76-1.42; P = 0.80). The proportions of subjects with
baseline EDSS scores of < 3.5 who had disability progres-
sion by 48 months were 40% in the IFNB-1a 30-mcg group
and 34% in the 60-mcg group. The proportions of subjects
with baseline EDSS scores of > 4.0 who had disability
progression by 48 months were 51% in the 30-mcg group
and 53% in the 60-mcg group. Subgroup analyses based
on presence (hazard ratio, 0.99; 95% CI, 0.66—1.48;
P =0.94) or absence (hazard ratio, 0.80; 95% CI, 0.49—
1.31; P=0.38) of Gd+ lesions at baseline also showed
no significant difference between IFNB-1a 30 mcg and 60
mcg on progression of disability. In addition, there were
no differences between IFNP-1a doses on progression of
disability in subjects with relapsing—remitting MS (hazard
ratio, 0.95; 95% CI, 0.74-1.22; P=0.66) or relapsing—
progressive MS (hazard ratio, 0.89; 95% CI, 0.55—1.45;
P=10.63).

An analysis was conducted to determine whether the
presence or frequency of relapse would differentially
affect disability progression in the IFNB-1a 30 mcg
and 60 mcg groups. Results showed no significant
differences between IFNP-1a 30 mcg and 60 mcg on
disability progression in patients who experienced no
relapses (P =0.20), > 1 relapse (P=0.82), or > 3 relapses
(P=0.93).
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Relapses

Relapse-related data were collected as part of the doc-
umentation of adverse events, and relapse rate was not a
predefined efficacy endpoint in the study; hence, relapse
rate is not a reliable efficacy endpoint. During Part 1 of the
study, the mean annualized relapse rate based on self
reports over 36 months of treatment was 0.77 in the 30-
mcg group and 0.81 in the 60-mcg group (P = 0.330, 30
mcg versus 60 mcg). Over 48 months of treatment, the
mean annualized relapse rate was 0.75 in the 30-mcg
group and 0.77 in the 60-mcg group (P = 0.527, 30 mcg
versus 60 mcg); relapses tended to decrease over the 48
months. There were no differences between treatment
groups in mean self-reported relapse rates during each
year. Over the 48 months of treatment, the percentage of
relapse-free patients was 18% in the IFNB-1a 30-mcg
group and 19% in the 60-mcg group (no significant
difference [P = 0.829]). The median time to first relapse
was 402 days in the 30-mcg group and 347 days in the 60-
mcg group (P = 0.822, 30 mcg versus 60 mcg). The rate of
IV steroid use, a surrogate marker for severe relapses, was
0.66 courses per subject per year in the 30-mcg group and
0.67 in the 60-mcg group after 48 months of treatment.

Safety

Both doses of IFNB-1a were well tolerated over 48 months
of treatment. Overall, the safety profile of IFNB-1a was
consistent with that observed in other clinical studies and
from post-marketing surveillance. The most common
treatment-related adverse events in both dose groups
were flu-like syndrome, MS exacerbation, asthenia, de-
pression, pharyngitis, and headache. Of all treatment-
related adverse events that occurred in > 10% of patients,
a difference of more than 5% was identified between the
groups with regard to the percentage of patients with
arthralgia, hypertonia, and infection (each occurred more
often in the 30-mcg group) and flu-like syndrome, which
occurred significantly more often (P=0.016) in the 60-
mcg group.

Neutrdlizing antibo dies

The proportions of patients who had NAbs (titers > 20
LU/mL) at any time during the study were 2.3% in the 30-
mcg group and 5.8% in the 60-mcg group (P = 0.011).

Discussion

Results from Part 2 of the European IFNP-1a Dose-
Comparison Study demonstrated that the clinical efficacy
of IFNB-1a 30 mcg and 60 mcg IM is equivalent and is
sustained for up to 48 months of treatment. There were no
significant differences between the two IFNB-1a doses on
any of the clinical endpoints, including sustained dis-
ability progression (including subgroup analyses of dis-
ability progression), extent of change in EDSS score, and
relapse rate. Although relapse rate was not a predefined
efficacy endpoint in the study, data on relapses were
collected as part of the documentation of adverse events.
As such, self-reported neurologic symptoms that did not

IFNB-1a in relapsing MS
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necessarily fulfill the usual criteria for a relapse (typically
included in relapse-based protocols) were reported
throughout the study. Hence, the rates of relapse for
each group reported in this paper were likely overesti-
mated. Relapse rate is reported here because it is typically
reported as an outcome measure in clinical trials of MS.
However, sustained progression in EDSS is a better
measure of disease activity, particularly in long-term
studies.

The proportion of patients who discontinued treatment
because of perceived worsening of disease was higher in
the 30-mcg group (6%) compared with the 60-mcg group
(2%). It is important to note that this measure of worsen-
ing of disease was not always supported by neurologic
examination — in some cases, it was simply a ‘feeling’ the
patient had. To further explore this issue, a Kaplan—Meier
analysis was conducted on a combined endpoint of
discontinuation because of perceived worsening of dis-
ease or sustained disability progression (> 1.0 point on
EDSS). There was no statistically significant difference
between IFNB-1a 30 mcg and 60 mcg (P = 0.54); therefore,
it is likely that no bias was introduced due to differences
in rates of discontinuation based on perceived worsening
of disease.

Although the incidence of NAbs was significantly
higher in the 60-mcg dose group (5.8%) compared with
the 30-mcg dose group (2.3%), the incidence was low in
both treatment groups. This result suggests that higher
doses of IFNP may produce higher incidences of NAbs;
however, this issue is still a matter of debate due to
inconsistent results among studies.*®° The development
of NAbs to IFNP products has been associated with
reduced clinical efficacy in some studies.’® ** The impact
of NAbs on the efficacy of IFNBs in these studies was
observed after 18 months and two years, suggesting that
long-term follow-up is important for an accurate assess-
ment of efficacy in patients with MS.
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Appendix A
Members of the European IFN - 1a (Avonex®) Dose-
Comparison Study

Investigators

Austria: Primary W. Kristoferitsch, Examining Dr Schrie-
ber; Treating Dr Schlederer (Vienna). Belgium: Primary P.
Seeldrayers, Examining Dr Piette (Brussels). Cyprus:
Primary S. Papacostas, K. Kyriallis, Examining Dr Pant-
zaris (Nicosia). France: Primary B. Brochet, Treating A.
Gayou, Examining M. Rouanet, F. Rouant (Bordeaux),
Primary C. Confavreux, Treating G. Riche, S. Blanc,
Examining J. Achiti, C. Magnier, P. Aubertin (Lyon),
Principal investigator M. Clanet, Treating C. Mekies, D.
Brassat, C. Thalamas, C. Vuilleman, Examining A. Senard,
G. Lau (Toulouse), Primary P. Cesaro, Treating F. Degos
(Creteil), Primary G. Defer, Treating S. Schaeffer (Caen),
Primary G. Edan, Treating Dr de Marco, Examining V.
Cahagne, S. Belliard (Rennes) Primary O. Lyon-Caen,
Treating B. Stankoff, Examining C. Lubetzki, I. Arnulf, P.
Damier (Paris), Primary J. Pelletier, Treating D. Tamman,
Examining L. Suchet A. Dalecky (Marseille), Primary L.
Rumbach, Treating Dr Moulin, Examining E. Berger
(Besangon), Primary E. Roullet, Treating D. Pez, O.
Heinzlef, Examining P. Lecanuet (Paris), Primary P. Ver-
mersch, Examining A. Engles (Lille). Germany: Primary R.
Dengler/F. Heidenreich, Examining Dr Lindert, Dr Koeh-
ler, Dr Windhagen, Treating Dr Steiner (Hannover), Pri-
mary R. Zschenderlein, Treating ]. Luenemann, H.
Gelderblom, N. Kassim (Berlin), Primary B. Storch-Hagen-
locher, Examining Dr Koerner, Treating Dr Vogt-Schaden,
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Dr Stingle, Dr Storch-Hagenlocher (Heidelberg), Primary
M. Sailer, Examining Dr Matzke (Magdeburg), Primary R.
Hohlfeld, Treating Dr Dose (Munich), Primary C. Weiler,
K. Kunze, C. Heesen (Hamburg), Primary P. Bamborschke,
Examining H. Petereit, Treating Dr Liu, Dr Nolden (Co-
logne), Primary F. Grunwald, Co-investigators Dr Menck,
Dr Grupe (Seesen), Primary H.-P. Hartung, P. Rieckmann,
Examining Dr Weilbach, Dr Flachenecker, Treating Dr
Chan, Dr Maurer (Witirzburg). The Netherlands: Primary
J. De Keyser, Examining G. Zwanniken, Treating Dr A.
Zorgdrager (Groningen). Spain: Primary X. Montalban,
Treating Dr Nos (Barcelona), Primary O. Fernandez, Treat-
ing J.A. Tamayo, Examining F. Romero (Malaga), Primary
T. Arbizu, Treating Dr Martinez-Yélamos, Examining Dr
Martin, Dr Casado (Barcelona). Sweden: Primary M.
Sandberg-Wollheim, Co-investigator R. Ekberg (Lund).
Switzerland: Primary L. Kappos, Treating Dr Nino Achal-
bedaschwili, Dr Dagmar Schott, Examining Dr Carmen
Lienert (Basel). United Kingdom: Primary D. Bates, Co-
investigator M. Westwood (Newcastle), Primary M.].
Campbell, Examining Dr Burrows (Bristol), Primary R.
Capildeo, Examining Dr Abbas, Dr Riaz (Orsett), Primary
A. Compston, Co-investigator I. Bjornson (Cambridge),
Primary C.P. Hawkins, Co-investigators S. Wetherby, S.
Ellis (Stoke-on-Trent), Primary S. Hawkins, Co-investiga-
tor M. Duddy (Belfast) Primary D.L. McLellan, (South-
ampton), Primary S. Wroe, Co-investigator K. Powell
(Ipswich), Primary C.A. Young, Co-investigator Dr Lecky,
(Liverpool).
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