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Severe Acute Respiratory Syndrome (SARS) is characterized by fe‘:i'"ér:- chills,
myalgia, and cough. Respiratory symptoms and auscultatory findings are fairly mild,
compared to radiographic changes observed of the chest. A virus belonging to the family
Coronaviridae was isolated from two SARS patients. By use of serological and reverse-
transcriptase PCR specific for this virus, patients with SARS, but no controls, had evidence
of infection with this virus. Other corona viruses are involved in causing the common
cold. High concentrations of corona viral RNA (<100 million molecules per millititer
(lbslnﬂ) have been found in sputum of infected patients. Viral ENA was also detected at

extremely low concentrations in plasma during the acute phase and in feces during the Jate

convalescent phase.



SARS or ARDS patient. An effective anmpbunt of an agent
sel ected fromthe group consisting of. substance P,
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system s response agalrnst corona and corona-l1ke
an individual from developing SARS or ARDS. The individual has been or is expected
to be exposed to a patient with SARS or ARDS. An effective amount of an agent
selected from the group consisting oft substance P, [Met-OH'']-substance P,
[Met-OMe']-substance P, [Nie"}-substance P, [Pro’]-substance P, [Sar’]-substance P,
[Tyr®}-substance P, Sar’,Met (0;) 11-Substance P, and [p-Cl-Phe”*}-substance P is
administered to the individual. The risk of developing SARS or ARDS is thereby

reduced.

DETATLED DESCRIPTION OF THE INVENTION
It is a discovery of the present inventor that Substance P and its bioactive analogs,

such as Sar’, Met (0;) 11-Substance P, is a beneficial freatment for ARDS, corona virus
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respiratory viruses. Substance P and its anal ogs can
be used to prophylactically treat health care workers
and fam |y nmenbers who nust care for SARS patients and
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aerosol administered is between 0.001 and 10 M It can
pé&e same way can be identified by their ability to compete with substance P for binding

to its receptor (NK-1) or for their ability to agonize the NK-1 receptor. Routine assays
for such activities are known in the art and can be used.

The substance P or analog can be administered by any method known in the art,
including via aerosol inhalation. Intravenous, intratracheal, intrabronchial, intramuscular,
sublingual, and oral administrations can also be used. Preferred dosages include 0.05t0 5
nanomolar substance P or analog for intravenous administration, preferably 0.1 to 2
nanomolar, and more preferably 0.5 to 1.5 nanomolar. For aerosol administration dosages
include 0.05 to imicromolar substance P or analog, preferably 0.1 to 2 micromolar, and

more preferably 0.5 to 1.5 micromolar. Typical concentration ranges of substance P or its



advant ageously admi nistered as a liquid at a
concentration between about 0.1 and 10 M Bi oactive
anal ogs, according to the invention are those which
act as conpetitive inhibitors of SP by binding to the
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Suitable devices for administering the acrosol of the present invention include
nebulizers as well as hand-held aerosol “puffer” devices. Suitable treatment regimens for
{reatment a.cco.rding to tI-16 preseﬁt invention iﬂclude daily or multiple da.ily'. treatiment by
aerosol. Other modes of treatment include continual transdermal infusion, intravenous
injection, intramuscular, sublingual, subcutaneous injection, and oral administration.
Suitable formulations of substance P for administration are any which are pharmaceutically
acceptable and in which substance P retains its biological activity. Generally, such
formulations are substance P dissolved in normal sterile saline. Other formulations for
changing absorption and half-life characteristics can be used, includmg liposomal

formulations and slow-release formulations.
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in lung substance P levels of up to 60% for 24 hours post-smoke. The tung injury was also
characterized by clara cell necrosis, increase iIn pulmonary alveolar macrophages, and
increases in the prostaglandins; 6-keto-PGFy, and PGE;. Treatment with intravenous (0.8
nM) Sar’, Met (0;) 11-Substance P attenuated the clara cell necrosis, reduced pulmonary
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adm nistering to the patient an effective anmount of an
agent selected fromthe group consisting of substance

P, [Met-OH']-substance P, [Met-OWwe'|]-substance P
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WhelEmIsH di sease feature sel ected from t EETYBH011399
consisting of: Clara cell necrosis, pulnonary

al veol ar macrophage nunber, neutrophil nunber,

al veol ar-capillary barrier nenbrane damage, and
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2. The method of claim] wherein the patient is a SARS
pat 1-.edymetheyl offrcalinge P of ARPAPRYIE FABPEYRE t he pati ent

is an ARDS patient. 4. The nmethod of claim | wherein
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2. The method of claim 1 wherein the patient is a SARS patient.
3. The method of claim 1 wherein the patient is an ARDS patient.
4, Th;a method of claim 1 wherein Sar’, Met (0;) 11-Substance P is administered.
5. The method of claim 1 wherein Substance P is administered.
6. The method of claim 1 wherein the step of administering is performed by inhalation
of an aerosol.
7. The method of claim 1 wherein the step of administering is performed by
intravenous delivery.
8. The method of claim 1 wherein the step of administering is performed by
intramuscular delivery.

9. The method of claim 1 wherein the step of administering is performed by

sublingual delivery.



SARS or ARDS from devel opi ng SARS or ARDS, conpri sing:
adm nistering to the individual an effective anount of
an agent selected fromthe group consisting of:
substance P, [Met-OH']-substance P, [ Met-Ow"

] - subst ance P, [Nle"]-substance P, [Pro9]-substance

-substance P, [Tyra]- subst ance P,
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whereby risk of devel oping SARS or ARDS is reduced.
11. The nmethod of claim 10 wherein the agent is
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[Sar’}-substance P, [Tyrs]-substance P, Sar’Met (02) 11-Substance P, and
[p-Cl—Phe7's]—substance P, whereby risk of developing SARS or ARDS is
reduced. |
11. The method of claim 10 wherein the agent is substance P.
12. The method of claim 10 wherein the agent is Sar’, Met (0,) 11-Substance P.
13. The method of claim 10 wherein the step of administering is performed by
inhalation of an aerosol.
‘14. The method of claim 10 wherein the step of administering is performed by
intravenous delivery.
15. The method of claim 10 wherein the step of administering is performed by
intramuscular delivery.
16. The method of claim 10 wherein the step of administering is performed by

sublingual delivery.



