
BBP-418 (Ribitol)
Phase 2 Results 
Prepared for ICNMD 2022

July 2022

© 2022 BridgeBio Pharma, Inc.



2

Forward-Looking Statements and Disclaimer
Statements in this Presentation that are not statements of historical fact are forward-looking statements within the meaning of Section 27A of the Securities Act of 1933, as amended, and Section 21E of the Securities 
Exchange Act of 1934, as amended. Such forward-looking statements include, without limitation, statements regarding BridgeBio Pharma, Inc.’s (the “Company’s”) research and clinical development plans, expected 
manufacturing capabilities, commercialization and general strategy, regulatory matters, market size and opportunity, future financial position, future revenue, projected costs, prospects, plans, objectives of 
management, and the Company’s ability to complete certain milestones. Words such as “believe,” “anticipate,” “plan,” “expect,” “intend,” “will,” “may,” “goal,” “potential,” “should,” “could,” “aim,” “estimate,” 
“predict,” “continue” and similar expressions or the negative of these terms or other comparable terminology are intended to identify forward-looking statements, though not all forward-looking statements necessarily 
contain these identifying words. These forward-looking statements are neither forecasts, promises nor guarantees, and are based on the beliefs of the Company's management as well as assumptions made by and 
information currently available to the Company. Such statements reflect the current views of the Company with respect to future events and are subject to known and unknown risks, including business, regulatory, 
economic and competitive risks, uncertainties, contingencies and assumptions about the Company, including, without limitation, risks inherent in developing therapeutic products, the success, cost, and timing of the 
Company’s product candidate research and development activities and ongoing and planned preclinical studies and clinical trials, the timing and success of major catalysts across the pipeline anticipated over the next 12 
months, the success and timing of preclinical study and clinical trial results, the success of its clinical trial designs, the fact that successful preliminary preclinical study or clinical trial results may not result in future clinical 
trial successes and/or product approvals, trends in the industry, the legal and regulatory framework for the industry, the success of the Company’s engagement with the U.S. Food and Drug Administration (“FDA”) and 
other regulatory agencies, the Company’s ability to obtain and maintain regulatory approval for its product candidates and FDA-approved products, including NULIBRYTM (fosdenopterin) for the treatment of MoCD Type 
A and TRUSELTIQTM (infigratinib) for the treatment of adults with previously treated, unresectable locally advanced or metastatic cholangiocarcinoma with a fibroblast growth factor receptor 2 (FGFR2) fusion or other 
rearrangement as detected by an FDA-approved test, the Company’s ability to receive approval for and commercialize its product candidates and FDA-approved products, the success of current and future agreements 
with third parties in connection with the development or commercialization of the Company’s product candidates and FDA-approved products, the size and growth potential of the market for the Company’s product 
candidates and FDA-approved products, the prospects of success and timing for Part B results from the Phase 3 ATTRibute-CM Study, the Company’s ability to access additional funding upon achievement of portfolio 
milestones, the accuracy of the Company’s estimates regarding expenses, future revenue, future expenditures and needs for and ability to obtain additional financing, the Company’s ability to be a sustainable genetic 
medicine innovation engine and to build the next great genetic medicine company, the Company’s ability to obtain and maintain intellectual property protection for its product candidates and approved products, the 
potential for NULIBRY as the first and only FDA-approved therapy for MoCD Type A, the efficacy of each of NULIBRY and TRUSELTIQ, the safety profile of each of NULIBRY and TRUSELTIQ, plans for the supply, 
manufacturing and distribution of each of NULIBRY and TRUSELTIQ, the competitive environment and clinical and therapeutic potential of the Company’s product candidates and FDA-approved products, the Company’s 
international expansion plans, potential adverse impacts due to the ongoing global COVID-19 pandemic such as delays in clinical trials, preclinical work, overall operations, regulatory review, manufacturing and supply 
chain interruptions, adverse effects on healthcare systems and disruption of the global economy, and those risks and uncertainties described under the heading “Risk Factors” in the Company’s most recent Annual 
Report on Form 10-K filed with the U.S. Securities and Exchange Commission (“SEC”) and in subsequent filings made by the Company with the SEC, which are available on the SEC’s website at www.sec.gov. In light of 
these risks and uncertainties, many of which are beyond the Company’s control, the events or circumstances referred to in the forward-looking statements, express or implied, may not occur. The actual results may vary 
from the anticipated results and the variations may be material. You are cautioned not to place undue reliance on these forward-looking statements, which speak to the Company’s current beliefs and expectations only 
as of the date this Presentation is given. Except as required by law, the Company disclaims any intention or responsibility for updating or revising any forward-looking statements contained in this Presentation in the 
event of new information, future developments or otherwise. No representation is made as to the safety or effectiveness of the product candidates for the therapeutic use for which such product candidates are being 
studied.

Certain information contained in this Presentation relates to or is based on studies, publications, surveys and other data obtained from third-party sources and the Company’s own internal estimates and research. While 
the Company believes these third-party sources to be reliable as of the date of this Presentation, it has not independently verified, and makes no representation as to the adequacy, fairness, accuracy or completeness of, 
any information obtained from third-party sources. In addition, all of the market data included in this Presentation involves a number of assumptions and limitations, and there can be no guarantee as to the accuracy or 
reliability of such assumptions. Finally, while the Company believes its own internal research is reliable, such research has not been verified by any independent source. Interim, “top-line,” and preliminary 
data presented, announced, or published from time to time may change as more data become available, as additional analyses are conducted, or as audit and verification procedures are performed on such preliminary 
data.

The Company is the owner of various trademarks, trade names and service marks. Certain other trademarks, trade names and service marks appearing in this Presentation are the property of third parties. Solely for 
convenience, the trademarks and trade names in this Presentation are referred to without the ® and TM symbols, but such references should not be construed as any indicator that their respective owners will not assert, 
to the fullest extent under applicable law, their rights thereto.
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BBP-418 program history: From scientific breakthrough to clinical proof-
of-concept in less than 3 years

Prior to 2016
Initial FKRP enzyme 
role characterized

2018
Published preclinical work 
establishing impact of BBP-
418 in LGMD2i mice model 

from McColl Lockwood 
Laboratory at Atrium

2019
Partners with BridgeBio 
to advance program and 
reach patients as quickly 

as possible

2021
Dosed first patient in 

Phase 2 trial

2022
Report initial phase 

2 data at MDA

Late 2018
ML Bio team 

formed

 BBP-418 rapidly progressed from pre-IND to Phase 2 in less than 3 years
 Initial phase 2 data showed improvements on all key endpoints at 90 days and 180 days

2020
IND cleared
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Limb-girdle muscular dystrophy type 2i 
(LGMD2i) overview

LGMD2i is an autosomal recessive disease caused by a 
partial loss of function in the FKRP gene

An estimate of ~7k patients1 currently living with LGMD2i in 
US and EU

BBP-418 (ribitol), substrate supplementation therapy, is 
designed to treat LGMD2i at its source

No approved disease modifying agents currently available 
for LGMD2i patients

BBP-418 is the only investigational oral therapy designed to 
potentially increase FKRP enzymatic activity, in turn leading 
to increased fully glycosylated α-DG

1Includes potential treatable mutations

Sammi
Living with LGMD2i

© 2022 BridgeBio Pharma, Inc.



LGMD2i a progressive neuromuscular disease with high unmet need
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Prevalence (US & EU)1

7k

Most common genetic mutation
L276I

Symptom onset
Early childhood

Disease overview Clinical manifestations

Respiratory decline: invasive assistance 
potentially required by early 30s 

Loss of ambulation: beginning as early as 
late teens 

Cardiac dysfunction: up to 25% by age 30

 No approved disease modifying agents for LGMD2i
 Current standard of care is aimed at symptom management and includes physical therapy, steroids and pain management
 Standard of care does not prevent continuous progressive decline in LGMD2i patients

1Includes potential treatable mutations
Source: Sveen et al, Annals of Neurology, 2006; Richard et al, Neuromuscular Disorders, 2016; Gedlinske et al, Neurology, 2020.
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BBP-418 (Ribitol) is being investigated as an upstream substrate to drive 
residual activity of the mutant FKRP enzyme
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Disease Mechanism Potential Therapeutic Approach

Endogenous 
ribitol

CDP- endogenous 
ribitol

Partial loss of function mutation in FKRP result in dysfunctional, hypo-
glycosylated α-DG in muscle cells which increases cell susceptibility to 
damage

Mutations in FKRP prevent addition of CDP-ribitol 
to alpha-dystroglycan (hypo-glycosylated α-DG) 

limiting α-DG’s ability to function as a “shock 
absorber” for muscle fibers

Functional FKRP fully glycosylates alpha-dystroglycan (α-DG) which 
stabilizes cells by binding extracellular ligands

Supply supraphysiological levels of ribitol upstream to drive residual 
activity of mutant FKRP enzyme and increase α-DG glycosylation levels

Orally-administered 
exogenous ribitol (BBP-418)

CDP- ribitol

Potential partial restoration 
of α-DG glycosylation

© 2022 BridgeBio Pharma, Inc.



Part 1

Key study objectives: Key endpoints:

Dose escalation

90 days (N=14)

6g QD
n=4

6g BID
n=4

12g BID
n=6

Cohort 1

Cohort 2

Cohort 3

12g BID
n=4

12g BID
n=4

12g BID
n=6

Part 2

After Part 1 all patients switch to highest dose1

• Safety and tolerability
• Dose selection for Phase 3
• Key biomarker parameters

• Creatine Kinase
• Ratio of glycosylated α-DG to total α-DG
• NSAD

• PUL2.0
• 10MWT
• FVC

Note: Doses were adjusted for weight using the following schema: 0-50 kg 6g BID, >50-70kg 9g BID, >70kg 12g BID. 1Cohort 3 continues same dose

The MLB-01-003 study is currently ongoing, and the data presented may change as more data become available, as additional analyses are conducted, or as audit and verification procedures are performed on such preliminary data

Maximum Dose 

90 days (N=14)

Long-term extension

24 months

Full part 1 and partial part 2 data from Phase 2 is available  

7

2Q22
Present topline data
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BBP-418 (Ribitol) increased glycosylated alpha-dystroglycan, decreased 
creatine kinase and increased velocity in 10MWT at 90 days

81Data on file. 2Sveen et al, Annals of Neurology, 2006. 3Cataldi, et al, 2018, Nature Comms. 4KOL interviews, 2021. Note: Heterozygote average ratio of glycosylated aDG / total aDG

Normal Range 1.0 32 - 267 IU/L No change

LGMD2i Natural History2 0.61 1000 - 5000 IU/L 0.12 m/sec annual 
decline 

Expected threshold to address 
phenotype3, 4

10% increase from 
baseline

50% decrease from 
baseline

Slowing of decline vs. 
natural history

BBP-418 Phase 2 result 43% increase from 
baseline

68% decrease from 
baseline 

0.14 m/sec increase from 
baseline 

0.24 m/sec increase from 
natural history 

Ratio of Glycosylated αDG / 
total αDG

Creatine Kinase
(CK)

10 Meter Walk Test 
(10MWT)

© 2022 BridgeBio Pharma, Inc.



BBP-418 (Ribitol) exhibits a well-tolerated safety profile to date with only 
GI related adverse events in Phase 2 

• 62 adverse events were recorded with 11 possibly or probably related to treatment (in 7 patients)

TEAE Number of incidents Severity 

Diarrhea 4 75% Grade 1 , 25% Grade 2

Nausea / Dyspepsia 3 100% Grade 1

Vomiting 2 100% Grade 1 

Other 2 50% Grade 1, 50% Grade 2

Overall 11 82% Grade 1

Phase 2 safety data aligns with both preclinical and Phase 1 data suggesting strong safety and tolerability

9
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Glycosylated α-DG / total α-DG ratio increased across all study cohorts 
following 90 days of treatment with BBP-418
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Cohort 1 Part 1 α-DG results1 Cohort 2 Part 1 α-DG results1

Cohort # pt Baseline αDG ratio Absolute change αDG ratio at day 90 (%) 

1 (6g QD) n=4 0.53 +0.28 (65%) 

2 (6g BID) n=22 0.74 +0.18 (24%) 

3 (12g BID) n=4 0.66 +0.17 (31%)

Total N=10 0.62 +0.21 (43%)

Cohort 3 Part 1 α-DG results1

1Ratios are normalized against healthy control samples; normalization technique under development and subject to change 
2Values excluded where signal intensities were below reliable quantification threshold
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All cohorts show declines in creatine kinase, ~68% from baseline at day 90 
and ~75% at day 180
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Cohort # pts Baseline CK Day 1 Average % change part 1 day 90 Average % change part 2 day 90

1 (6g QD) N=4 10,3641 -68% -77%

2 (6g BID) N=4 2,425 -71% -74% 

3 (12g BID) N=6 4,791 -67% -73%

Total N=14 5,707 -68% -75%
1Cohort 1 Day 1 CK draws taken after functional assessments; all other draws done prior to functional assessment. Comparing cohort 1 lead-in CK values to baseline Ph2 values suggests little impact of function assessments on CK. Note differences in scale. 
2Reference range for CK is 55-170 units/L for men and 30-135 units/L for women  
3CK change from baseline at part 1 day 90 is statistically significant with P < 0.05 

Cohort 1 CK results1,2 Cohort 2 CK results2 Cohort 3 CK results2
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Increases in α-DG glycosylation are correlated to decreases in CK observed 
over 90 days 
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1Ratios are normalized against healthy control samples; normalization technique under development and subject to change  
2Values excluded where signal intensities were below reliable quantification threshold

Correlation of changes in α-DG to CK at Part 1 Day 901,2
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Increases were observed in the 10MWT in comparison to consistent 
declines noted in natural history 
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Natural history declines from 
baseline were measured from the 
MLB-01-001 Lead-in Natural history 
study for the same group of 
patients over six months and 
compared to velocities after 90 and 
180 days of treatment 

Cohort # pts Baseline Part 2 Day 180 

Average 10MWT Velocity (m/sec) 
(Change from baseline)

1 (6g QD) N=31 2.72 2.87 (+0.15)

2 (6g BID) N=4 1.48 1.57 (+0.09)

3 (12g BID) N=51 1.68 1.89 (+0.21)

Total N=10 1.88 2.03 (+0.15)

10MWT change from baseline

M
ea

n 
ch

an
ge

 fr
om

 b
as

el
in

e 
10

M
W

T 
ve

lo
ci

ty
 (m

/s
)

13
1Includes ambulatory patients only defined by the ability to complete the 10MWT ≤12 seconds 
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Summary reported Phase 2 data and next steps

141 Orphan designation includes 7 years of market exclusivity in the US and 10 years in EU.

Summary of BBP-418 development program

■ Phase 2 part 1 and part 2 data demonstrating a 43% increase in ratio of glycosylated α-DG / total α-DG and 68% reduction in creatine 
kinase from baseline at day 90 and 75% reduction at day 180

■ Improvements in functional benefit observed at 90 days vs. natural history

■ BBP-418 was well-tolerated across a wide range of dose levels with no treatment-related serious adverse events, dose limiting 
toxicities or discontinuations

■ Granted Fast Track Designation (FTD) by FDA and Orphan Drug Designation (ODD) by the FDA and EMA1 

Next 12 months Planned activities

■ Initiate Phase 3 registrational study ■ Evaluate BBP-418 in expansion indications

© 2022 BridgeBio Pharma, Inc.



Thank you!
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