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Curkntly Approved
Therapies in NTM

* Azithromycin
— Disseminated MAC in patients with HIV
— “in combination with ethambutol”

* Clarithromycin
— Disseminated MAC in patients with HIV

— no mention of companion drugs needed

https://www.accessdata.fda.gov/drugsatfda_docs/label/2012/050662s044s050,50698s026s030,050775s015s0191bl.pdf
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Reduce the burden of antibiotic
treatment for NTM disease

Treatment

Improve understanding of who

needs or benefits from antibiotic

therapy.

Clinical

outcomes disease activity or severity.

Identify and validate biomarkers
associated with disease risk,
prognosis, and treatment
response

Develop a composite measure of

" Delia Prieto’, 7 Stalc
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Develop and evaluate alternative delivery
systems for IV antibiotics

Repurpose existing therapies

Develop new, more effective drugs with a shorter
therapy duration

Role of therapy in mild cases to prevent disease
progression
Predictors of treatment response

Develop a composite index of disease activity or
severity that include microbiological, chest
imaging, and quality of life measures.

Identify biomarkers associated with disease risk,
prognosis, or treatment response
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° MAC
— Liposomal amikacin
— Clofazimine
— GM-CSF
— NO
— 2v 3: AZI/EMB versus AZI/EMB/RIF
— CLARI/RIF/EMB vs AZI/RIF/IEMB
°* M xenopi: CLARI/RIF/EMB vs MOXI/RIF/EMB
* M. abscessus
— Liposomal amikacin
— NO

https://www.clinicaltrials.gov/



Proportion of Subjects with Kaplan-Meier Plot of Time from
NTM Culture Conversion to Study Baseline to NTM Culture
Negative (mITT Population) Negative* (mITT Population)
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Olivier K et al. ATS 2014




[l ALIS + GET (n = 224)
] GBT alona (n=112)
200 —,

| Adjusted OR (95% Cl)
7 =422 (2.08-8.57)
P < 0.001

Percentage of Patients

49 54

ﬂ (] 8 10 10 10

Baseline Month 1 Month 2 Month 3 Month 4

corversion: intention-to-treat population. The cumulative proportion of patients achieving culture
corversion is displayved by the first month at which sputum cultures were Mycobacterum avium
complex negative. Month 4 was the latest time point at which a patient could achieve the first

of three consecutive negative sputum cultures and be considered a converter in the primary
endpaint analysis at Month 6. Patients with positive cultures during screening and negative
cultures at basaline and Months 1 and 2 were considered converters at baseline. ALIS =amikacin
liposome inhalation suspension; Cl = confidence interval, GBT = guideline-based therapy; OR=
OGS rabo.

Griffith D, et al. Am J Respir Crit Care Med. 2018




M Culture Conversion

M Microbiologic relapse p= 0.0002

0 Re-treatment |

All patients Clofazimine Rifampin
107 90 14

Jarand J et al. Chest 2015



FD)&-sp 1sored Clofazimine
Monotherapy Trial

Trial Sites
— OHSU, NJH, UT, NIH, (UC Chicago, Univ South Carolina)
Randomized, placebo-controlled 24 weeks clofazimine monotherapy
— 200 mg 16 weeks, 100 mg 8 weeks
— N=102 patients
Inclusion criteria
— Stable pulmonary MAC patients
Primary outcome
— Culture conversion at 24 weeks
Current enrollment

— N= 21 randomized



\C 2 Vs 3 Trial

* Large, multi-site pragmatic trial
— NTM Consortium and Trials network (35 sites)
* RCT comparing 2- vs 3-drugs for pulmonary MAC
— AZI/EMB vs AZI/EMB/RIF
— Non-cavitary disease
* Co-primary outcomes at 12 months
— Culture conversion and tolerability

— Non-inferiority

https://www.clinicaltrials.gov/



TABLE 1 | Semiquantitative Monthly Sputum Cultures of 10 Patients on a Bedaquiline-Containing Regimen
Baseline (at the
Patient No. | Start of Therapy) 1 mo 2 m 3 mo 4 mo 5 mo
1 Mab 4+ 3+ 2+ 3+ 1+
2 Mab 1+ 3+ 1+ 35 colonies 37 colonies 16 colonies
3 Mab 4+ 28 colonies Negative 8 colonies Negative Negative 32 colonies
4 Mab 4+ 4+ 4+ 4+ 4+ 4+ 4+
5 MAC 4+ 3+ 4+ 4+ 4+ 4+ 4+
6 MAC 4+ 4+ Negative Negative 2+ 4+ 3+
7 MAC 4+ 4+ 30 colonies Negative Negative .3
8 MAC 4+ 1+ Negative 3+ 4+ 4+ 4+
9 MAC 4+ 2+ 3+ 1 colony 4 colonies 1+ 4 colonies

10 MAC 30 colonies 8 colonies Negative 1+ Negative 9 colonies Negative
Solid media with countable colonies = 049 colonies; 1+ solid media growth = 50-99 colonies; 2+ solid media growth = 100-199 colonies; 3+ solid
media growth = 200-299 colonies; 4+ solid media growth = =300 colonies. Negative indicates no bacterial growth. Mab = Mycobecterium abscessus;
MAC = Mycobacterium avium complex. Negative = no bacterial growth.

-Unable to produce sputum.

Philly J et al. Chest 2015




B S| & TheFirst Oral Antibiotic X | + A

sperotherapeutics.com

SPER@ ABOUT PIPELINE ANTIBIOTIC RESISTANCE BLOG INVESTORS & MEDIA PARTNERS

CAREERS CONTACT

The First Oral Antibiotic Designed to Treat Pulmonary Non-tuberculous
Mycobacterium

Non-tuberculous Mycobacterium (NTM) is a growing global health concern and major unmet medical need because
of the lack of new medications being developed to combat these bacteria.
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Girl is first patient saved -
by GM virus treatment
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