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Fazxbacumab has a favorable benefit:nisk profile in the treatment of inhalation anthrax, It fi
an important gap in the available treatment options by delivering a potent and specific
anti-tozin that acts directly on the primary driver of anthras pathogenesis. A sinde 40 mg/fkg
dose of rasbacumah provides irmenediate and durable inhibition of anthrasx tosn until nat
Lfomin wremuity can develop.

anthtaxiza sagnificant bio tes. The attack inwalwing the
postal service 1n 2001 resulted 1in 11 symptomatic cazes of inhalation anthrasz. All of these
patients suffered serious morbidity requining prolonged hospitalization and 5 of them died
The U5 Government has sinmilated mass anthras exposures in terror attacks, and the death
tolls were of much greater magnitude than sustained in the 2001 attaclzs.

In response to thuz danger, the UL Government haz made the development of a direct
anti-tozin a prionty for avilian defense. Easabacmah has met the governmental requirements
for mclusion of the S5 and CDC has accepted 20,000 doses and contracted an additional
45,000, With this submission, rasmbacumab 15 the first product deweloped since the terror
attacks to be considered for approval wnder the Animal Fule The proposed indication for
rastihacimah iz for the treatment of patients with anthrax infection. Rasabacumab should he
uzed to treat mfections that are proven or strongly suspected to be causzed by B anthracis
bacteria. When vsed in combination wath antithiotics, rasnbacurmab 12 not expected to interfere
with anthiotic efficacy. REambacumab iz recommended for use in combination wath
antibiotics, but 1t can be used as monotherapy for patients in whom antibiotics are
contraindicated or in whom anthrax disease 15 due to antibioticresistant strmins of
B avithracis.

ﬂ he demonstration of efficacy of rasibacumah followed the requirements of the Animal Bule
The design, conduct, and results of the rastbacumab development program et or exceeded
gach ofthe 4 requirements of the Aniral Fule. Inaddition, the studies met GLF and statistical
requiretnents typically applied to human trals. Both the 20 mgfdog and 40 mglcg doses
achiewed a statistically sigmificant and clinically meaningfol difference over placeho, meeting
the prespecified piimary endpoint of the tnals The statistical analyas plan included
prespecified adjustments for mudtiple companzons. All of post-hoc zensiiwity analyses
supported the conclusions of the pnmary analyses. The 40 mg'kg doze demonstrated
statistically sigmficant benefit in ewery sensitivity analysis. Both the magnitude and the
robustness of the results for the 40 mgflog rasbacumab dose were greater than those for the

QEI mgfleg, supporting the selection of the 40 mgfg rasmbacumab dose. /

The pivotal studies demonstrated that rasibacumahb provides a signd ficant survival benefit over
placeho in anitrals with symptomatic systermic anthras dizseaze, achiewing the primary
endpoint. The secondary endpoint of the piwotal studies, demonstration of longer surmnwal
time, was also poative. The mxbacumabiantibiotic combination studies also achieved
pozitive results for all of the pnmary and secondary efficacy endpoints. In addition, the
combination studies demonstrated that concorotant treatment wath rcabacumab does not
blocle the effect of antibiotics Additional studies wath rasbacumab in pre-exposure




Example of Main Messages

11. Benefit:Risk

Raxibacumab has a favorable benefit:risk
profile in the treatment of inhalation anthrax.
It fills an Important gap in the available
treatment options by delivering a potent and
specific anti-toxin that acts directly on the
primary driver of anthrax pathogenesis.

A single 40 mg/kg dose of raxibacumab
provides immediate and durable inhibition of
anthrax toxin until natural anti-toxin immunity
can develop.




Example of Messages & Issues

The demonstration of efficacy of raxibacumab
followed the requirements of the Animal Rule.
The design, conduct, and results of the
raxibacumab development program met or
exceeded each of the 4 requirements of the
Animal Rule [MESSAGE].

In addition, the studies met GLP and statistical
requirements typically applied to human trials.
Both the 20 mg/kg and 40 mg/kg doses
achieved a statistically significant and clinically
meaningful difference over placebo [ISSUE],
meeting the prespecified primary endpoint of
the trials.

The statistical analysis plan included
prespecified adjustments for multiple
comparisons [ISSUE]. All of post-hoc
sensitivity analyses supported the conclusions
of the primary analyses. The 40 mg/kg dose
demonstrated statistically significant benefit in
every sensitivity analysis.




Example of an Issue and Response

The demonstration of the safety of
raxibacumab includes human as well as
animal data. The only treatment-emergent
adverse event that occurred at a greater
rate in healthy human volunteers was a mild
to moderate transient rash that was
successfully managed with oral
Antihistamines [ISSUE].

In patients who received oral antihistamine
prior to raxibacumab infusion, there was no
Increased incidence of rash compared with
placebo treatment. Oral antihistamine
prophylaxis is recommended for all patients
receiving raxibacumab. Importantly, there
was no evidence of immunogenicity
associated with raxibacumab administration
[RESPONSE] either as a single dose or with
repeat administration.




Example of an Issue, Response, & Support

There was a potential risk identified only in
raxibacumab [ISSUE] monotherapy-treated non-
surviving animals. Compared with placebo
animals, in rabbits and monkeys that
succumbed to inhalation anthrax despite
raxibacumab treatment, histological examination
of tissues shows fewer bacteria and less tissue
damage in visceral organs and a higher
Incidence of meningeal findings associated with
anthrax infection.

This may be a reflection of the inability of
raxibacumab to cross the blood brain barrier
and neutralize the damaqing effects of toxins
produced by bacteria that reach the brain
[RESPONSE].

No adverse neurological effects were observed
In any surviving animal and there was no
Increase In the incidence of adverse effects
observed in healthy subjects receiving
raxibacumab [SUPPORT].




