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I SCIENTIFIC DATA PROVIDED BY THE MARKETING AUTHORISATION
HOLDER

1. Chemical and Pharmaceutical aspects

No additional data have been provided with this submission.
See section II OBLIGATIONS PENDING TO BE FULFILLED for Follow-up Measures related to
pharmaceutical aspects.

2. Preclinical aspects E 6

No additional data have been provided with this submission. 3 \%

3. Clinical aspects é
3.1 Efficacy aspects ®

An update on clinical trials (ENHANCE and ADDRESS studies) durin let 12 months was
presented by the MAH. %

As of 21 May 2004, a total of up to 5814 adult patients have been exp &[o drotrecogin alfa (activated)
in completed and ongoing clinical trials, 3695 of which were includ c@w ENHANCE and ADDRESS
studies.

ENHANCE study
(Studies FIK-MC-EVBE, FIK-MC-EVBF, and FIK- G)

ENHANCE was a multi-country, single-arm, ope tudy of drotrecogin alfa in adult and paediatric
patients with severe sepsis. A total of 2378 adulf¥patients received part or all of the 96-hour drotrecogin
alfa infusion. Follow-up at study day 28 was a¥ailable for 2375 adult patients.

The primary purpose of the study was to(gather additional safety and 28-day all-cause mortality data
using PROWESS as a historical contrgl. e study completed enrolment in early 2003, and datalock
occurred in April 2003. At the ti e first annual licence reassessment, the final clinical study
report had not been completed, 1, provisional data was included in the risk/benefit assessment
of the last expert report. inal clinical study report was completed and submitted in
December 2003. Respons PMP questions (including labeling proposals) were submitted on
25 May 2004, and regponSes to outstanding issues were submitted on October 1% 2004. All the
questions raised by O%{ have been adequately answered. Following the evaluation of the final
report of ENHA% MAH submitted a Type II variation (EMEA/H/C/396/11/0014) for which the

0

CHMP adopt tive opinion on 15 December 2004.

Accordifig Yo' the MAH, the study supported the efficacy associated with drotrecogin alfa that was
S in PROWESS. The Kaplan-Meier survival curves were nearly identical and showed similar
of survival throughout the 28-day study period. In clinically relevant subgroups, including
iple organ dysfunction, the observed mortality rates in ENHANCE were similar to those observed in
PROWESS. There appeared to be an association between mortality and duration of organ dysfunction that
might have important implications on the use of drotrecogin alfa in clinical practice. This finding
suggested that earlier treatment with drotrecogin alfa (within 24h of the onset of organ dysfunction) may
be associated with more favourable outcome (23.0% mortality vs 27.4%, p=0.014). New wording to
reflect this information has been proposed in the SPC with the Type II variation EMEA/H/C/396/11/0014
for which the CHMP gave a positive opinion on 15 December 2004. Namely, section 4.2 “Posology
and method of administration” in the SPC was amended to specify that “treatment should be started
within 48 hours, and preferably within 24 hours, of onset of the first documented sepsis-induced organ
dysfunction”.

>
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In the assessment report on efficacy, the CHMP agreed that results on mortality in adults (25.3%)
supported those of PROWESS (24.7%), but this was not surprising as the inclusion and exclusion
criteria were similar in the two studies. It was also stated that the ENHANCE study provided
additional information regarding the association between mortality, protein C activity levels at the end
of the infusion and the change in protein C activity levels between baseline and end of infusion.

CHMP’s conclusions

The final study report for ENHANCE has been submitted and examined by the CHMP. The MAH has

answered all outstanding questions and the Type II variation EMEA/H/C/396/11/0014 has been submitted

to amend the SPC especially with regard to the need for early onset of treatment: “Treatment should be

started within 48 hours, and preferably within 24 hours, of onset of the first documented sepsis—indu
organ dysfunction”. On 15 December 2004 the CHMP adopted a positive opinion for Type II Va@)n

EMEA/H/C/396/11/0014. The choice of the baseline population appears an extremely impor&n@or in

determining the benefit/risk balance of Xigris. \\

ADDRESS study ®

(Studies FIK-MC-EVCL and F1K-MC-EVCM)

ADDRESS was an international multicentre, randomised, double-blind, para ebo-controlled study
that was conducted as two separate sub-studies and investigated the efficacy aridsafety of drotrecogin alfa
(activated) in adult patients with early stage severe sepsis (i.e. a | risk of death). The primary
objective was to investigate the differences in all-cause mortality. ifional safety objectives were to
determine the rate for formation of anti-activated protein C (anti- ntibodies and to demonstrate that
drotrecogin alfa (activated) has an acceptable safety profile i ient population. One-third of the
patients had multiple organ dysfunction (MOD), as compareo three quarters in PROWESS.

Enrolment of new patients was suspended based récommendation from the independent Data
Monitoring Committee (DMC) on 9 February 2004. n review of an interim analysis report of 1500
patients enrolled in the trial, the DMC recom@d discontinuation of enrolment based on a low
likelihood of detecting statistically signiﬁcan&g;lc ion in the 28-day mortality in patients at low risk of
death from severe sepsis (i.e., stopping(foy Tutility). At the time of the second annual licence

reassessment, the final clinical stu e ad not been completed; however, provisional data was
included in the risk/benefit assess he expert report. On 15 December 2004 the MAH submitted
the clinical study report for A S as part of the responses to the request for supplementary

information that was adopted &U HMP plenary meeting in November 2004. At the time the study was
stopped, 2640 patients had olled (1333 drotrecogin alfa, 1307 placebo).

Efficacy in ADD@
Following the*assgssiment of the preliminary data provided by the MAH, during its plenary meeting in

Novembeg 2004,%he CHMP concluded that further supplementary information on the ADDRESS study
should itted by the MAH together with the final study report for ADDRESS before an agreement
on the re-assessment could be reached. The request of supplementary information included also a
ligt c@s ions on heparin-Xigris interaction to be addressed by the MAH (section “Scientific discussion
0 ic obligation 17).

15 December 2004 the MAH submitted the clinical study report for ADDRESS study as part of the
responses to request for supplementary information.
Xigris is indicated for the treatment of adult patients with severe sepsis with multiple organ failure
when added to best standard care. Since the results of the ADDRESS study indicated that the
benefit/risk balance of Xigris may not be positive the MAH was requested to justify the current
indication or propose a more restricted indication. In the ADDRESS study, there was no statistically
significant beneficial effect of Xigris in a placebo-controlled subgroup of 455 evaluable patients (vs
407 placebo) meeting the inclusion criteria of severe sepsis with multiple organ failure. On the other
hand safety was not improved over similar PROWESS patients.

Although, the CHMP acknowledged that the power to detect a significant difference in mortality
within the subgroup of patients with MOD (multiple organ dysfunction) was insufficient, the CHMP
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noted that the gain in outcome of sepsis patients with MOD receiving Xigris was minor: mortality was
20.7% versus 21.9%, i.e. an improvement of 1.2%, or a relative improvement of 5.5%. In PROWESS,
the subgroup of patients with at least 2 acute organ dysfunctions at baseline benefited more clearly
from Xigris: the mortality was 26.5% in the Xigris group (168 out of 634) and 33.9% in the placebo
group (216 out of 637), i.e. an absolute improvement of 7.4% and a relative improvement of 22%.

The CHMP acknowledged that the absence of an obvious effect of Xigris in ADDRESS-MOD may be
due to a selected population with a less severe status, and certainly with a lesser risk of death
compared to PROWESS-MOD. Therefore the CHMP highlighted that it is crucial that intensive care
unit physicians are able to discern, at baseline, which patients will benefit from Xigris based on
clinical parameters. The presence of a suspected or known infection and two failing organs may be an
insufficient combination of parameters.

In summary, it has to be admitted that there was an apparent lack of effect of Xigris in the ADD -
MOD subgroup, (the EU-indicated population), compared to the PROWESS-MOD gio ich
formed the very basis for this indication. This apparent lack of effect in ADDRESS-MO ably

multifactorial: O

. The major factor is a “sequence effect” phenomenon that was mu@e apparent in
ADDRESS than in PROWESS due to the large number of centers with recruitment (due
to more heterogeneous trial and premature stopping). The statispi idelines for futility
provided to the Data Monitoring Committee of ADDRESS may, havig/been inadequate as they
did not account for a potential learning curve that might be o &ed in a clinical trial.

e For every level of OD (from 1 to 5 failing organs), pati were less sick in ADDRESS, as
revealed by several parameters, in particular AR I or acute physiology scores,
metabolic acidosis/shock, or the mere placeb ity rates. Therefore the question to be
addressed by the MAH was: among patient severe sepsis and MOD, should the
indication be restricted to “those with a jeigher risk of death as assessed by either high
APACHE II scores or acute physiology s, r by the presence of shock ”?

. Recent surgery was a predictor of*poor effect for Xigris in the ADDRESS study. However,

the effect of Xigris has been strated unambiguously in the more severely affected
PROWESS pivotal patients, €0 W the CHMP’s opinion recent surgery should not be put
forward as a contraindicatj ovided patients with sufficiently severe sepsis are selected.
The combination of re gery and a single organ failure is already excluded from the
indicated population.&

. The comparile;e ecen ADDRESS-MOD and PROWESS-MOD reinforces the importance
of treating pafi as early as possible after the development of sepsis. In the trials, the time-
to-onset %ment was calculated starting with the first organ failure. Treating within 24 h
or evé s was clearly more beneficial than waiting until the second day. However, due to
the @sed restriction to treat only MOD patients (i.e., at least a second organ must fail

& igris is started), physicians must keep on the alert for optimal timing of Xigris.

@e the CHMP concluded that the involvement of an Ad Hoc Expert Group was necessary to

s some issues, including: 1) the definition of a better target population for the indication of

igris; 2) the question of patients with recent surgery and single organ failure; 3) the sequence effect
and 4) the time to treatment.



1) Target population

The analyses of the successful pivotal PROWESS study demonstrated that the benefit/risk balance of
Xigris was best ensured by restricting its use to severe sepsis patients with higher risk of death. The
MAH continued to believe that the current indication of multiple organ dysfunction (MOD) does
define a high-risk target population with a positive benefit/risk balance. In the PROWESS MOD
subgroup, Xigris was associated with a relative risk of death of 0.78 compared to placebo (p=0.004,
95% confidence interval = 0.66—-0.93, N=1271). These results from ADDRESS are consistent with
those of PROWESS in that the 95% confidence interval for the ADDRESS results encompass the
point estimate from PROWESS. In a combined analysis of all MOD patients from both PROWESS
and ADDRESS, the relative risk was 0.82 (p=0.007, 95% confidence interval = 0.71-0.95, N—2133)6

Comparison of MOD subgroup data from PROWESS and ADDRESS indicates tha f@er
clarification of the indicated MOD population would not result in the selection of clinical vant
populations with a greater or more consistent treatment benefit than the currently indic up. For
instance, the subgroups common to each study that had qualitatively similar findin umerically
lower mortality in the Xigris group compared to the placebo group) included: t rgan dysfunctions
at baseline, no vasopressors at baseline, mechanical ventilation at baseline, a years, surgical
patients, and medical patients. None of these characteristics is likely to be cliffically useful as a means
of further refining the indication. For instance, even though older ags@ssociated with higher
mortality, probably reflecting lower physiological reserve, an arbitrary @ge ctif-off would not appear to
be an appropriate way to clarify the indication. @

In order to fully establish the benefit/risk balance, the MAH ated the expected risks (serious
adverse events, serious bleeding events, nonbleeding serig efSe events, CNS bleeding, and the
combination of death or any serious bleeding event) iosen patient population in PROWESS,
ADDRESS, and in the two studies combined. These analyses demonstrate that for both studies the
relative risk of having a serious adverse event was r for both Xigris and placebo patients.

population and therefore represents a suit finition in clinical practice. As a matter of fact, post-
marketing experience shows that as of er 2004, approximately 2000 patients have been treated
across the EU, supporting the id Y&Xigris is not being used broadly outside the indication.
Additionally, data from the Belgiul igris Reimbursement Registry shows that Xigris is only being
used within the indicated p jon, and that 73% of patients even had three or more organ
dysfunctions, indicating tl@' use is largely confined to the more severely ill subset of the MOD

The MAH concluded that the MOD pogla@is a well-defined and easily identified patient

population. Data from a si r registry in Italy supports these conclusions. Such observations do not
suggest that further cl&&:a n of the indication would benefit the severe sepsis patients in the EU.

The Ad Hoc Ex up and the MAH agreed that none of the characteristics identified by subgroup
i OWESS and ADDRESS studies is likely to be clinically useful as a means of
further 1 he indication. When asked whether a positive benefit/risk balance of Xigris had been
demons& eyond reasonable doubt in all patients suffering from multiple organ dysfunction
MO, Expert Group was split. The lack of confirmatory or replication study in this very
jon was highlighted.

r assessing the Expert Group’s conclusions, the majority of the CHMP acknowledged that there is
a'strong need to ensure that Xigris is used exclusively in high-risk patients, as an add-on to best
standard care.

The majority of the CHMP concluded that the combined needs to target high-risk patients and to treat
early can be met by amending the therapeutic indications in order to include “The use of Xigris should
be considered mainly in situations when therapy can be started within 24 hours after the onset of
organ failure” (see paragraph 4 “Change of the product information” of this report). Therefore the
revised indication is: “Xigris is indicated for the treatment of adult patients with severe sepsis with
multiple organ failure when added to best standard care. The use of Xigris should be considered
mainly in situations when therapy can be started within 24 hours after the onset of organ failure (for
further information see Section 5.1)”.




2) Recent surgery and single organ failure

Xigris may increase mortality in the subgroup of patients with recent surgery and a single organ
failure, both in ADDRESS and PROWESS. This effect was statistically significant in the ADDRESS
study, but not in PROWESS, probably because the number of patients was much lower: only 98
patients met these criteria in PROWESS (5.8% of the whole population) vs 636 in ADDRESS study
(24.1% of the whole population).

Among the explanations, it is possible that surgery in itself mimics many of the signs of sepsis and
also results in the need for cardiovascular and respiratory organ support. The CHMP agreed with the
MAH that surgical patients with single organ dysfunction may be a population where the rié
associated with bleeding are not outweighed by survival benefit, and thus may represent a gr

patients with an unfavourable risk/benefit profile for treatment with Xigris. The MAH r %[
translate this plece of information into a new warning in section 4.4 “Special warning ecial
precautions for use” in the SPC (see paragraph 4 “Change of the product information” o ﬂ@port)

3) “Sequence effect” ®

The CHMP agreed that the sequence effect is present in all sites (or most @ rrespective of the
final number of patients enrolled in that particular site. The role of pro violations is possible
although not formally proved in ADDRESS as such data were not available f#'that study.

The analyses of baseline imbalances in early- and later-enrolled o’.‘, revealed a few significant
factors that could have played a role in the sequence effect, althoughéthi's role should have been minor
due to the small differences observed. In particular, later (3“1@7 ard)-enrolled patients tended to

originate a little bit more frequently from centres in Euroge @vs 28.9% for the first 2 patients;

p<0.001) or in non-USA/Canada sites (60.5% vs 47.6% irst 2 patients), and to be slightly more
often on baseline heparin (60.7% vs 55% for the firs atients; p<0.005), with a trend towards
unfractionated heparin. The mean time from first treatment was 21.8 h for 3™ patients onward
vs 24.1 h for the first >2 patients (p<0.001), aga&l but understandable difference.

The CHMP was of the opinion that none ofithes&factors is worth highlighting as a major explanation
for the sequence/learning curve effect. Si %, according to the MAH’s analysis, no obvious bias
seemed to have been introduced betw tients excluded from the placebo and the Xigris arms

during sequence effect analysis

Although the sequence effect was@r in both ADDRESS-MOD and in ADDRESS patients with
APACHE 1I score >24, it was @1 from the same subgroups in PROWESS. This disparity may be
related to the fact that patie e sicker in PROWESS, but there may also be other reasons that
could not be quantified ba @ oh the ADDRESS data.

The involvement of d Foc Expert Group was necessary to address the issue of the “sequence

effect” and its cli evance.
Overall, the roup was inclined to conclude that the so-called learning curve could merely
reflect a ma ficacy of Xigris in the lower risk patients in the ADDRESS study.

The ma the CHMP agreed with the MAH’s suggestion to adapt Section 4.2 of the SPC to
1ncl I‘IS should be used by experzenced preseribed-by doctors experteneed-in institutions skilled
e of patients with severe sepsis”.

ajority of the CHMP concluded that the information on the “sequence effect” should be
ected in section 5.1 of the SPC as well.

4) Time to treatment

The MAH was requested to discuss the effect of time-to-treat on the mortality rates. The MAH agrees
that, once patients are diagnosed with severe sepsis with MOD, treatment with Xigris should be started
as soon as possible. In the open label ENHANCE study, where the median time to treatment was 25
hours, lower mortality was observed in those patients treated with Xirgis < 24 hours from the first
sepsis-induced organ dysfunction compared to those treated >24 hours, and this obsevation is



mentioned in the SmPC. It should be noted that although the benefit might be increased in patients
treated early, this does not mean that patients treated later have no benefit.

The involvement of an Ad Hoc Expert Group was necessary to assess the importance on the time to
treatment.

The experts and the MAH were in general agreement on the need for early treatment of any patient
with newly-diagnosed sepsis-induced multiple organ dysfunction. Data from the ENHANCE study,
with a patient population very similar to that in PROWESS, reinforce this impression.

between the first and the second organ failures. Yet, it should be reminded that the PROWESS tu
was globally positive, and in that trial 89% of the patients were treated within 24 hours of th@l
sepsis-induced organ dysfunction (median time to treatment = 18h). In ADDRESS- MOD

was appreciably longer: 26.6h. A short interval between the first and second organ failures flect
either the severity of the disease or a lower physiological reserve, meaning a higher ris @ ath and
therefore a better response to Xigris. é

However, the CHMP noted that what has not been considered is the importance of the time—frage

It means that instead of using an illness severity score, with its many shortcom\ equiring the use
of Xigris mainly in situations when therapy can be started within 24 hours e onset of organ
failure may be a better way to restrict the indication to the sickest patients reby to increase the
benefit/risk balance of Xigris.

Therefore, the majority of the CHMP concluded to change the curr &dication to include “The use
of Xigris should be considered mainly in situations when therap started within 24 hours after
the onset of organ failure”. Therefore the revised indication is; is is indicated for the treatment
of adult patients with severe sepsis with multiple organ fail@ added to best standard care. The

use of Xigris should be considered mainly in situatio en) therapy can be started within 24 hours
after the onset of organ failure (for further information ection 5.1)”. (See paragraph 4 “Change
of the product information” of this report). O

CHMP’s conclusions @\Q

“Sequence effect” in PROWESS and A S
Although the MAH stated that the Seduentee effect is a sign of a learning curve for the investigators,
%

similar to what happens in the mapagement of many complex disease states, it may rather reflect a
marginal efficacy of Xigris in er risk patients in the ADDRESS study.

The majority of the CHMP. with the MAH’s suggestion to adapt Section 4.2 of the SPC to
include “Xigris should be@ v experienced preseribed-by doctors experieneed-in institutions skilled
in the care of patientsw sggre sepsis”.
Further the CHMP @ that the observed sequence effect should be mentioned in section 5.1 in the
SPC. Q

Target poou t»and early treatment

None o Wracteristics identified by subgroup analyses in the PROWESS and ADDRESS studies

is li e clinically useful as a means of further refining the indication. However, the majority of

t P concluded that the combined needs to target high-risk patients and to treat early may be
1

adapting the indication as follows:
gris is indicated for the treatment of adult patients with severe sepsis with multiple organ failure
when added to best standard care. The use of Xigris should be considered mainly in situations when
therapy can be started within 24 hours after the onset of organ failure (for further information see
Section 5.1)”.
The arguments in support of this proposal are:
¢ In the globally positive pivotal trial PROWESS, 89% of the patients were treated within 24
hours of the first sepsis-induced organ dysfunction (median time to treatment = 18h). In
ADDRESS-MOD, that time was appreciably longer: 26.6h. In the open label ENHANCE
study, where the median time to treatment was 25h, lower mortality was observed in those
patients treated with Xigris < 24 hours from the first sepsis-induced organ dysfunction
compared to those treated >24 hours.




* A short interval between the first and second organ failures may reflect either the severity of
the disease or a lower physiological reserve, meaning a higher risk of death and therefore a

better response to Xigris.
Instead of using an illness severity score, with its many shortcomings, requiring the use of Xigris
mainly in situations when therapy can be started within 24 hours after the onset of organ failure may
be a better way to restrict the indication to the sickest patients and thereby to increase the benefit/risk

balance of Xigris.
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3.2 Safety and Pharmacovigilance aspects
3.2.1 Safety Reviews since the first annual risk/benefit assessment

The following safety review documents have been submitted to the CHMP since the last benefit/risk
assessment:
Periodic Safety Update Reports: PSUR n. 3 (22 May 2003 — 21 November 2003)

PSUR n. 4 (22 November 2003 — 21 May 2004)

PSUR n. 5 (22 May 2004 — 21 November 2004)

3.2.2 SPC changes since the last risk/benefit assessment 6

Following the review of the first two PSURs, the Type II variation EMEA/H/C/OOO396/{I/&aS
submitted on 23 December 2003 to update the SPC with new information on overdosgfc fro

spontaneous reports. On 24 March 2004 the CPMP adopted an opinion on this variatio
included changes in section 4.9 (Overdose) and section 6.6 (Instruction for use
SPC. The MAH also committed to make a proposal to reduce the number of ove\’

variation

On 15 December 2004, the CHMP adopted an opinion on Type II variati A/H/C/396/11/0014,
for an update of the sections 4.2 (Posology and method of administratign), (Special warnings and
special precautions of use), 4.8 (Undesirable effects), and 5.1 (Pharfiacodynamic properties) in the
SPC with relevant data from the ENHANCE study. Further, in lin E e post-opinion commitment

from variation EMEA/H/C/396/11/008, the MAH proposed a fu change to section 4.2 (Posology
and method of administration) and 6.6 (Instructions for handling) of the SPC and the
instructions for use and handling in the Package Leaﬂet.

3.2.3 Safety in clinical trials O

Safety in ENHANCE study Q

The incidence of serious bleeding events gr;} the infusion period was higher in ENHANCE patients
compared to drotrecogin alfa (activated) p s in PROWESS (3.6% vs 2.4%). This was attributed to the
enrolment of patients with a higher bleeding. Primary baseline predictors of bleeding during the
infusion were hepatic SOFA sco urgery, haematology SOFA score and site of infection class. The
incidence of haemorrhage-rel aths and study-drug related deaths in ENHANCE was the same or
lower than that observed in ESS.

According to the C whio assessed the results of the ENHANCE study, the most important
i part of the study were:

conclusions from §
*
. 3 gher rate of serious bleeding event in this observational study than in the PROWESS
i %626¢s 2.4% during the infusion period and 6.5% vs 3.5% in the 28-day study period); a
between the two studies was found for all indicators except for study- drug related deaths

PHANCE and PROWESS;

higher percentage of patients presented risk factors for bleeding in the ENHANCE study, e.g., low

platelet count, surgical procedure, organ dysfunction or age class; this might at least partly explain the

differences between the two studies;

» the most frequent serious bleeding events during the infusion period were gastrointestinal and intra-
abdominal, both occurring at a rate of 0.8%, intracranial haemorrhage occurred at a rate of 0.6%;
independent adjudication of the intracranial haemorrhage cases showed most of them had an
underlying cause;

* inadults, 9 deaths were considered possibly related to the drug by the investigator; however, these
cases had sepsis, organ dysfunction and multiple concomitant drugs; the cause of death was
haemorrhage in all cases;

* co-administration of heparin did not increase the risk of bleeding;

10



* an original aspect of this study was the inclusion of children aged <18 years; the serious bleeding rate
(5.9% during infusion and 8.5% during the 28-day study period) was higher than in adults, but the
two groups may probably not be compared; only one child died for a reason thought to be drug-
related and one death (due to haemorrhage) was considered possibly related to the drug;

Safety in ADDRESS study
On the safety side, the ADDRESS study confirmed a small but statistically significant increased risk of
serious bleeding during the infusion period (2.3% of Xigris patients vs 1.1% of controls). The expert
states that this rate was similar to that in PROWESS (2.4%), but it should be reminded that the patient
population in PROWESS had more severe sepsis. The numbers of hemorrhagic deaths during the 28-
period was 7 in the Xigris group (4 of which occurred in patients with recent surgery and single
failure) and 2 in the placebo group. The rate of CNS bleeding appeared similar between drotreco
and placebo (0.3% and 0.2%, respectively). Although the DMC stated that there was a safet
related to the higher incidence of serious bleeding events for patients receiving Xigris, tl(
expected in patients receiving active treatment.

Bleedings

Some factors that may predict a higher risk of bleeding have been highli i: ADDRESS Apart
from those already mentioned in the SPC as contraindications or special gs, one may note that
recent surgery (within 30 days prior to study entry) was assoc1a with a numerically, if not
statistically significantly, higher risk of serious bleed during the inﬁ@ eriod in ADDRESS: 18/496
(3.63%) patients with recent surgery had a serious bleeding rsus 13/818 (1.59%) without
recent surgery. For the placebo group, the corresponding value E@ 1.61% and 0.88%, respectively.
However, the interaction p-value was not significant.

The majority of the CHMP agreed on the proposal fro AH to include information on bleeding
events regarding the ADDRESS study in section 4.8 “U&lrable effects” in the SPC (see paragraph 4
“Change of the product information” of this report)

\t;(\

As of April 2004, it is estimated t ,656 patients have been exposed to marketed drotrecogin alfa.
Direct comparison of spont reports to clinical trial reports is difficult given the inherent

reporting bias prevalent in s: a cous reporting.

3.2.4 Update on Post-marketing saft

The reporting rate of bleedings is presented in the following tables, for CNS and non-CNS bleedings.

Rates of non Qw dings from the spontaneous reporting system and studies
. C)\\ Spontaneous PROWESS ENHANCE | ADDRESS

reporting
Non—@ous bleeding
ud sion 0.51% 2.1% 3.1% 2.1%
@VS serious bleeding,
tlgl: unknown timing 0.56%

Rates of CNS bleedings from the spontaneous reporting system and studies
Spontaneous PROWESS ENHANCE ADDRESS

reporting
CNS serious bleeding during
infusion 0.18% 0.2% 0.6% 0.3%
CNS serious bleeding, incl.
unknown timing 0.22%
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The MAH suggests that the severity of CNS bleedings is associated with a higher reporting rate than
for non-CNS bleeds, explaining that the rate of CNS bleeding is similar for the spontaneous reporting
system and for clinical trials.

In PSUR #4, the analysis of spontanecous events showed that reporting rates for serious bleeds were
higher in Europe and rest of the world than in the U.S. A similar trend was noted for CNS bleeds in
the ENHANCE study. There is no apparent explanation for the difference.

In PSURSs numbers 3 and 4, cumulative review of cases of thrombosis, disseminated intracoagulation
and thrombocytopenia were performed. In PSUR#4, the CHMP concluded that “regular” monitoring
through line listings (there is no need to include a specific review of all cases) was consider
sufficient for the following events: disseminated intracoagulation disorders, thrombotic disord

coagulation disorders, cardiac disorders and allergic disorders. However, the following issues 0
be continuously monitored: bleeding disorders, thrombocytopenia, and ADRs in children, including an
estimation of their frequency in ongoing paediatric clinical trials. \

The MAH proposes to discontinue the special monitoring of thrombocytopenia Qt have been

undertaken since PSUR#2, because the rate of thrombocytopenia or platelet&t decreased has
remained constant in the last three reports and there is no evidence to % a link between
drotrecogin treatment and thrombocytopenia. The CHMP’s conclusions r ilg thrombocytopenia
platelet count decreased in PSURs#2, #3 and #4 are reported in the table be%

>

PSUR Conc’h{

#1 A few cases of thrombocytopenia were beliéyed%o #8ve been related to the administration
of drotrecogin alfa (activated), but their, ent is difficult due to the underlying clinical
condition and the lack of details in thi report. The company is asked to concentrate on
such cases in the future. P

#2 The MAH concludes that the in@tion reviewed from the data does not support a causal

association between drotrecdg and thrombocytopenia and platelet count decrease.
However clinical trial data shgw that more patients experience a decrease in the platelet
count during treatme ith drotrecogin alfa than with placebo, even if the difference is
small. Regarding t rate and organ dysfunction, it is difficult to distinguish the effect
on sepsis from the ible thrombocytopenic effect.

#3 Assessment PSUR#3 does not lead to change the conclusion of PSUR#2. The
reporting r: .63%, to be compared to 0,56% in PSUR#2 and 1.27% in PSUR#1.
Throm nia and decreased platelet count still require a specific monitoring in the
folloa¥i URs.

#4 T, P agrees with the MAH’s evaluation that at this stage there does not appear to be
o | 1 relationship of drotrecogin alfa (activated) to thrombocytopenia

In PSUR#4, the C@ considered that the monitoring of cases of thrombocytopenia should be
usion is unchanged at the present time, and monitoring of cases of

continued. ThisQn
thrombocytoc)& hould be continued for PSUR#5.

The M@ provided a line listing of spontaneous reports from 22 May 2004 to 21 August 2004. A
total@ reports (73 spontaneous and 7 post-marketing study cases) containing 152 events (109
seri nd 43 non serious) have been received. They included 20 CNS bleeding events, 29 non-CNS

s bleeding events and 11 non-serious bleeding events reported. There were also 9 serious
thrombotic events and 20 thrombocytopenia/platelet count decreased events. All these rates are within
reporting rate fluctuations seen on a monthly basis. There were no significant increases in reporting
rates compared to previous reporting periods for any group of events. The MAH concludes that no
new significant safety issue has been identified during this reporting period.

CHMP’s conclusions

The majority of the CHMP agreed that no new safety issue has emerged from these data.

In PSUR#4, the CHMP considered that the monitoring of cases of thrombocytopenia should be
continued. This conclusion is unchanged at the present time, and monitoring of cases of
thrombocytopenia should be continued for PSUR#S.

12



4. Change of the product information

The MAH and the majority of the CHMP agreed that the following changes were necessary at this
time in light of the data coming from the ADDRESS study.

SUMMARY OF PRODUCT CHARACTERITICS

Section 4.1 “Therapeutic indications”

Following the scientific discussion on the target population and the early treatment with Xigris, t
majority of the CHMP and the MAH agreed to change the indication as follows:

“Xigris is indicated for the treatment of adult patients with severe sepsis with multipl an
failure when added to best standard care. The use of Xigris should be considered mfu n
situations when therapy can be started within 24 hours after the onset of organ (for

further information see Section 5.1).”

Section 4.2 “Posology and method of administration”

Following the scientific discussion on the “sequence effect” with Xighs, the majority of the CHMP
and the MAH agreed to add the following text:

“Xigris should be used by experienced peeseﬂbe@ ors experienced—in_institutions
skilled in the care of patients with severe sepsis”.\o

Section 4.4 “Special warnings and special pre s for use”

The majority of the CHMP agreed on the @’xnng text based on the proposal from the MAH:

“Patients with single orga
Xigris is not approved f¢

ction and recent surgery

reatment of patients with single organ dysfunction and should
not be used in this & lar subgroup of patients, especially if they had recent surgery
(within 30 days). ch of two randomized, placebo-controlled trials, PROWESS and
ADDRESS (se¢ 5. 28-day and in-hospital mortality were
higher in pag treated with drotrecogin alfa (activated) compared to placebo for the sub-
ngle organ dysfunction and recent surgery (n=98 in PROWESS

populatio, tients with si
and rﬁd@n A , dfro
c Q‘Undesirable effects”

majority of the CHMP agreed on the changes proposed by the MAH.

Section 5.1 (Pharmacodynamic properties):

The majority of the CHMP agreed on the changes proposed by the MAH.
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IT OBLIGATIONS PENDING TO BE FULFILLED

The MAH shall complete the following programme of studies within the specified time frame, the
results of which form the basis of the second annual re-assessment of the benefit/risk profile.

1. Specific Obligations (SO)
CLINICAL DATA

SPECIFIC OBBLIGATION 1

“A further clinical study will be conducted to investigate the possible interaction between is
and heparin. The study will start within 3 months of receiving the Scientific Advice fi ter.
Update on patient enrolment will be provided quarterly. The final study report wil ovided
by the end of June 2005.” O

The MAH was asked to further discuss a potential “heparin phenomenon” basedﬁb ervations from
the pivotal PROWESS study (FIK-MC-EVAD). As part of the Specific Ob% s for drotrecogin
alfa (activated), the MAH agreed to undertake a clinical study to investi possible interaction
between drotrecogin alfa (activated) and heparin. After obtaining scieptifi€advice from the CHMP,
two studies have been initiated : {

— Study F1K-MC-EVCL/F1IK-MC-EVCM (ADDRESS); @icentre, randomised, double-
blind, parallel, placebo-controlled study design to e the efficacy and safety of
drotrecogin alfa (activated) in patients with early s Suere sepsis who are at low risk of
death. This study was discontinued.

- Study F1K-MC-EVBR; this study will enro oximately 2,000 patients who will be
blindly randomised to receive unfractio heparin, low molecular weight heparin or
placebo in a 1:1:2 ratio. All patients will Xigris.

After the early stop of ADDRESS, it is obVapus that the data will not provide all of the anticipated
information on the heparin—drotrecogi%( 1vated) relationship, and this is unfortunate.

tail. What is not easily explainable is the difference between
S when it comes to the relative risk of death in the group of

The expert discusses this issue in g
PROWESS, ENHANCE and A 6
patients treated with heparin. K

Indeed, if one consideng on e Xigris-treated patients:
- aslightly highe@ ality with heparin use was observed in PROWESS (RR=1.15 for all baseline
ut only 1.03 after adjustment; RR=1.31 for any heparin exposure, reduced to

heparin exp
1.13 aftegf}x\’%ent; although these differences are not statistically significant);

- wheread ingPNHANCE, the trend was opposite (RR=0.88 for all baseline heparin exposure, with
or n- adjustment; R=0.85-0.82 for any heparin exposure; the latter RR reveals a significant
interaction as mesured in a Cox regression model);
%in ADDRESS, heparin treatment was also associated with a lower risk of death (RR=0.95-
.91 for all baseline heparin exposure; RR=0.81-0.77 for any heparin exposure; p=0.05 in a Cox
model after adjustment). In the ADDRESS MOD subgroup, “any exposure” to heparin was
clearly associated with a better outcome (RR=0.57, Chi-square p=0.01).

If one considers the placebo patients in PROWESS and ADDRESS, all RR’s for heparin use vs no use
were slightly below 1 but non-significant. In the ADDRESS MOD subgroup, they were slightly above
1.

The expert reiterates the biases induced by analyzing a variable (heparin exposure) that is time-
dependent. These biases are well acknowledged.
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According to the expert, any further understanding of a potential “heparin-drotrecogin alfa (activated)
phenomenon” could only come from the data of a randomised study such as the ongoing EVBR study
(Xigris therapy with or without randomised heparin). Quoting a large literature, the expert explains
that the efficacy of high- or low-molecular weight heparin for preventing death in human sepsis has
never been demonstrated (even in patients with DIC), that heparin and LMWH are heterogeneous
mixtures and may very well have different effects, and that preclinical trials of heparins in animal
models of sepsis have shown inconsistent results. The expert concludes that few data would support
the conduct of a Phase I1I study of heparin vs placebo, or heparin vs Xigris, in severe sepsis.

Consequently, the MAH states it has made every effort to fulfil the Specific Obligation about the

heparin phenomenon. t

Scientific discussion on specific obligation 1 . 6

The only consistent conclusion from the “heparin” data of the PROWESS, E E and
ADDRESS studies presented in the expert report is that concomitant heparin use i gris-treated
patients tends to signal a favourable outcome in ENHANCE and ADDRESS PROWESS,
whereas concomitant heparin use in placebo-treated patients was associated wi ther favourable
outcome in both ADDRESS and PROWESS (there was no placebo group in

During the November 2004 CHMP plenary meeting the CHMP conclyded
information on clinical aspects, including also the heparin-Xigris in@ ion, should be submitted by
the MAH before an agreement on the annual re-assessment co eached. Therefore, during the
November 2004 CHMP plenary meeting, the CHMP a he request for supplementary
information to be addressed by the Marketing Authorisatio 1der

Further analyses of the potential heparin-Xigris int%lon across the three studies PROWESS,
ENHANCE and ADDRESS confirmed the prethat prophylactic heparin tends to be used in
patients with a lower risk of death. The possil&\feduced efficacy of Xigris when combined with
heparin in the overall PROWESS study is got cogfirmed when the analysis is restricted to the MOD
subgroup, or when the same analysis is p d on the ADDRESS study data. Prophylactic heparin
does not raise any particular safety iss it should not be contraindicated in patients receiving
Xigris. The results of the specific hépaninXigris interaction study F1K-MC-EVBR will be available in
1Q2006.

CHMP’s conclusions on c obligation 1
More data on the effégt ofNaeparin, or at least on the safety of concomitant use of heparin and
drotrecogin alfa (acﬂb@ ), will come from the randomised study EVBR. Until then, the exceptional
circumstances, f ng Xigris a MA should not be lifted.

have to ntil a particular type of heparin, or heparin mimetic, or a combination of anticoagulant
and ammatory medications, has demonstrated some benefit in early Phase II studies before
s mparison can be run. For instance, several published reports of heparins in “classical” animal
s of sepsis (continuous endotoxin infusion or cecal ligation-puncture) have demonstrated a
uction in mortality when therapeutic, but not prophylactic, doses of unfractionated heparin were
used (see Schiffer et al., 2002; Yang et al., 1994; and even Sun et al., 1997, where improvements in
early survival rates and survival times were demonstrated).
Finally, it should be realized that the concern of the CHMP, when looking at the heparin data in the
PROWESS study, was that some subgroup of patients may clearly not benefit, or may even suffer,
from drotrecogin alfa (activated) treatment. The hint that heparin-treated patients may represent such a
group was not confirmed by the subsequent studies ENHANCE and ADDRESS, and that is well
acknowledged. However, the ADDRESS study has now identified a subgroup of patients who may
suffer from Xigris treatment (patients with recent surgery and single organ failure).

Trials CE&@\Xigris with heparins would be interesting in MOD sepsis patients. Maybe one will
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The majority of the CHMP was favourable to maintain the specific obligation 1. According to the
letter of Undertaking submitted by the MAH, the final study report will be provided by end of
February 2006 instead of end of June 2005.

Therefore the revised specific obligation 1 will be:

“A further clinical study (FIK-MC-EVBR) is being conducted to investigate the possible
interaction between Xigris and heparin. Update on patient enrolment will be provided at the

time of the annual license reassessment. The final study report will be provided by the end
of February 2006 .

SPECIFIC OBBLIGATION 2 6

<

“All bleeding events will be addressed every 6 months by providing a detailed s@r on
bleedings in the PSURs.” K\

Cumulative bleeding reports (risk of bleeding) have been provided in each of the @\s (January

2004 and July 2004). S\e
According to the MAH, no new signals have arisen and the data confirms the ty of drotrecogin
alfa as established at the time of initial approval. Given that the reportin ous bleeding events

(both CNS and non-CNS) has remained relatively constant, together with the/difficulty in identifying
specific risk factors from spontaneous reports in the population of se sepsis which has a high rate
of associated morbidity, the MAH proposes that it would be ap r@te to discontinue the specific
obligation of producing a six monthly bleed report. The monit of bleeding events could now be
adequately covered by the general obligation of submitting a a regular basis.

The CHMP’s conclusions from special reports on blee(h@nts in PSURs #1, #2, #3 and #4 are

presented in the following table : O
o~
o
PSUR e\ onclusion
#1 ¢ No new signal has arisen th r. IEapparently increased risk of bleeding in open trials versus
controlled trials has al a@l stressed in the SPC. It does not seem to worsen, provided one
follows the company’ 18esMot to include the “anaemia without bleeding site” in the “bleeding

events”.

¢ The same holds u@craﬂial haemorrhage. Therefore, no changes to the SPC concerning this issue
seem suitable afighi: e.
issue needs further close monitoring. A special report on bleeding events should

e This bleedi
be prepared e next PSUR.
e The gulant effect of Xigris, which relates to inactivation of factors Va and Vllla, is probably
inc in patients with low platelet counts. The relationship between adverse bleeding and
. cytopenia should therefore be examined more carefully.
. \ company states that there seems to be no significant difference in the incidence of bleeding events
. children versus adults, but since the number of paediatric patients who have been treated is

\ unknown, this cannot be demonstrated.

#2 She report provided with PSUR# 2 does not alter the evaluation made in PSUR#1. The apparently
increased risk of bleeding in open trials versus controlled trials is already mentioned in the SPC.

@ The overall bleeding rates provided by spontaneous reporting were small and in general consistent with the
clinical data, although a direct comparison between both sources of information is impossible due to several
reasons such as underreporting of spontaneous reports. Moreover, there is an association of an increased
risk of bleeding and intracranial haemorrhage with severe thrombocytopenia and severe coagulopathy.
Other risk factors, such as prophylactic heparin administration, should be further studied.
Bleeding events should be continuously monitored. However, only new information should be assessed in
the next PSUR.

#3 Data from the spontaneous reporting system are consistent with clinical trial data regarding the high risk of
haemorrhage associated with Xigris. They also show that haemorrhage can occur in a large number of
different sites. Although the fatality rate is much lower for Xigris-related non-ICH events than for Xigris-
related ICH events (15.9% vs. 51.6%), both contributed to a large percentage of the total number of deaths
in these patients (respectively 36.4% and 84.2%). In the analysis of the results of the ENHANCE study, the
MAH has assessed risk factors associated with fatality. It would also be useful to examine risk factors
associated with lethality due to ICH and non-ICH haemorrhage and evaluate if they differ according to the
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location of bleeding.

For intracranial haemorrhage, it would be useful to have information on the long-term follow-up in terms of
disabilities and neurological consequences.

As there have been 83 spontaneous reports of serious bleeding events, 32 intracerebral haemorrhage and 51
non-intracerebral haemorrhage in this reporting period, information on bleeding events from post-marketing
data should be reflected in section 4.8 of the SPC.

#4 Bleeding rates from clinical trials are comparable to those reported in the previous PSUR. Data for the
period of interest do not raise new concerns. Spontaneous pharmacovigilance data presented in the PSUR
do not add new information with respect to the risk of bleeding. In the context of the evaluation of the
results of the ENHANCE study, the assessor has recommended a revision of sections 4.4 and 4.8 of the
SPC, especially regarding bleeding events and intracranial haemorrhage. The amendment of the SPC is
ongoing.

It can be concluded from the evaluation of special reports provided in PSURs #1 to #4 that ble
rates from open post-marketing studies are apparently higher than in controlled trials. Add

clinical trials carried out post-authorisation have confirmed data from previous trials. Dat; the
spontaneous reporting system examined in the four PSURs have not added new in ion in
comparison to what was already known from clinical trials. Results of the ENHANC y suggest

that this difference is probably associated with differences in the study popul icularly in
patients’ risk set. The SPC has been revised insections 4.4 and 4.8 in order @ct information

gathered in the ENHANCE study regarding bleeding events and intracranial h. age

Therefore, the majority of the CHMP was favourable to the MAH’s st to discontinue the specific

obligation of producing a six monthly bleed report. :

2. Follow-up Measure (FUM) \O

CLINICAL QO

Follow-up Measure 1 (FUM 017) \9[
Progress report on the paediatric study C-EVBP)
(From letter of undertaking date ' ril 2005)

CHMP’s conclusions on specific obligation 2 E @

“FOM 1: Paediatric study: r clinical study has been conducted in children with severe
sepsis, including patients w1t ra fulminans. The final study report will be provided by the end of

October 2005.” Q

The MAH is conduc a study, FIK-MC-EVBP, in children with severe sepsis, including patients
with purpura indns. As of 31% August 2004, 360 patients have been enrolled, with 130 centers in
18 countrjes tly active.

Enrolmént Yin the paediatric study F1K-MC-EVBP was suspended based on the feedback from the
t nitoring Committee (DMC). On 8 March 2005 the DMC met to review the interim analysis
re f 400 patients enrolled in the trial and it recommended that Lilly should suspend enrolment

d on futility in paediatric patients with severe sepsis.
On 9 March 2005 the MAH decided to accept the DMC's recommendation: the enrolment was
suspended and study drug administration was discontinued. The trial is still ongoing until all patients
complete Day 28. The final study report will be provided by the end of October 2005.
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Further commitment from variation EMEA/H/C/396/11/007:

(From letter of undertaking dated 20™ April 2005)

Lilly agrees to provide data from a study on two full-scale lots to further support three freeze/thaw
cycles in conjunction with 36 months storage.

Data will be submitted by September 2005.

PHARMACEUTICAL

Already submitted as of November 2004, but evaluation still ongoing t
FOM 4: From question 17 @
Data on the validation of the lyophilizer. 8 \%

FOM 5: From question 38 é

Lilly agrees to submit data on the Tandem Chromatography column lifetime. Q

FOM 12: From questions 50, 52 and 58 Q
Data on the clearance of SV40 by the Xigris nanofiltration process step. n the evaluation of
SV40 clearance by gamma irradiation of Fetal Bovine Serum and the x@ process steps will also
be submitted.

Testing for Bovine Polyoma Virus in Fetal Bovine Serum, Thr; @ and Excyte and in 5 Xigris
process bioreactors will be conducted when a validated method ailable. It is estimated that data
will be available by the end of July 2004. Q

FOM 13: From the Inspection of DSM-Pharmaceuti@
Additional information regarding environmental c@ols (also from question 19 on the marketing

authorisation application). Q

FOM 18: From question 20 xﬁ

Lilly agrees to re-evaluate the acceptable @ rative Ratio ranges for the oligosaccharide profile
method to mean +/- 4SD based on S all full-scale Drug Substance batches using the current
reference standard and the first 20 of full-scale batches using the new thAPC Reference
Standard. It is estimated that th will be available for submission in July 2004.

FURTHER COMM%@S ON PSURs

The MAH com rther monitor the following issues in the third PSUR:

Thrombocyt coagulation disorders (increased and prolonged prothrombin time),
bleeding ﬁi&r , incl. Intracranial haemorrhage, with discussion of risk factors such heparin
admini 3 thrombotic events, including stroke and acute myocardial infarction; cardiac

conduc @ disorders and allergic reactions.

ing specific post-marketing measures, the CHMP recommends:
to discontinue the specific obligation of producing a six monthly bleed report;

-7 to discontinue the specific monitoring of disseminated intracoagulation disorders, thrombotic
disorders, coagulation disorders, cardiac disorders and allergic disorders, such as recommended in
PSUR#4;

- to continue the monitoring of cases of bleeding disorders, thrombocytopenia and ADRs occurring
in children, including an estimation of their frequency in ongoing paediatric clinical trials.
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I BENEFIT/RISK ASSESSMENT

The majority of the CHMP concluded that there is a strong need to ensure that Xigris is used
exclusively in high-risk patients, as an add-on to best standard care. This goal could be reached by: (i)
requesting an amendment in section 4.2 in the SPC (“Xigris should be used by experienced doctors in
institutions skilled in the care of patients with severe sepsis”), and by: (ii) defining the target
population as those patients that can be treated early, i.e. “The use of Xigris should be considered
mainly in situations when therapy can be started within 24 hours after the onset of organ failure”

(section 4.1 in the SPC).
“Sequence effect” in PROWESS and ADDRESS
Although the MAH stated that the sequence effect is a sign of a learning curve for the inv @
ect a

similar to what happens in the management of many complex disease states, it may r:

marginal efficacy of Xigris in the lower risk patients in the ADDRESS study.
The majority of the CHMP agreed with the MAH’s suggestion to adapt Secti the SPC to
N

include “Xigris should be used by experienced preseribed-by doctors %epeﬂeneee\({' gstitutions skilled

in the care of patients with severe sepsis”. Q
The majority of the CHMP concluded that the sequence effect should be % ed in section 5.1 in

the SPC. K

Target population and early treatment

None of the characteristics identified by subgroup analyses in t WESS and ADDRESS studies
is likely to be clinically useful as a means of further reﬁnln ation. However, the majority of
the CHMP concluded that the combined needs to target 1sk patients and to treat early may be
met by adapting the indication as follows: \‘

“Xigris is indicated for the treatment of adult patl with severe sepsis with multiple organ failure
when added to best standard care. The use of Xi ould be considered mainly in situations when
therapy can be started within 24 hours after t iset of organ failure (for further information see
Section 5.1)”. N
The arguments in support of this proposal

re
* In the globally positive pi QPROWESS, 89% of the patients were treated within 24
hours of the first sepsis- & organ dysfunction (median time to treatment = 18h). In
ADDRESS-MOD, that as appreciably longer: 26.6h. In the open label ENHANCE
study, where the meK@ne to treatment was 25h, lower mortality was observed in those
patients treated igris < 24 hours from the first sepsis-induced organ dysfunction

compared to % ted >24 hours.
¢ A short inte tween the first and second organ failures may reflect either the severity of
the dise ﬁlower physiological reserve, meaning a higher risk of death and therefore a

better’x\' nse to Xigris.
Instead of ufing‘an illness severity score, with its many shortcomings, requiring the use of Xigris

mainly 1 ons when therapy can be started within 24 hours after the onset of organ failure may
beab ay to restrict the indication to the sickest patients and thereby to increase the benefit/risk
‘é pt Xigris.

er, two CHMP members had a divergent opinion. They were of the view that the results of the
DRESS study did not show a difference between Xigris and placebo either in the total, included
population or in the subgroup with multiple organ failure and this raised concerns with regard to the
efficacy of Xigris in the indication approved in the EU. They considered the benefit/risk profile of
Xigris unfavourable in the current indication and therefore these two CHMP members recommended
the suspension of the Community Marketing Authorisation for Xigris.

Nevertheless the majority of the CHMP considered that the benefit/risk profile of Xigris was
favourable and concluded that the combined needs to target high-risk patients and to treat early could
be met by amending the therapeutic indications of Xigris.
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IV OVERALL CONCLUSION AND RECOMMENDATION

On the basis of the data submitted since the first annual re-assessment, the benefit/risk profile for
Xigris in the indication: “treatment of adult patients with severe sepsis with multiple organ failure
when added to best standard care. The use of Xigris should be considered mainly in situations when
therapy can be started within 24 hours after the onset of organ failure” remains positive.

The majority of the CHMP recommended the updating of the Annexes I and II of the Community
Marketing Authorisation for Xigris.

On 21 April 2005 the CHMP adopted a positive Opinion by a majority of 24 out of 26 votes on the
second annual re-assessment of the benefit/risk profile of Xigris.

A revised Letter of Undertaking dated 20 April 2005 to revise Specific Obligations and Follow-
Measures has been adopted accordingly by the CHMP.
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