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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, the Company’s ability to receive approval for and commercialize its product candidates, the success 
of current and future agreements with third parties in connection with the development or commercialization of the Company’s product candidates, the size and growth potential of the market for the Company’s 
product candidates, 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, the competitive environment and clinical and therapeutic potential of the Company’s product candidates, 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.

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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Encaleret program history: From IND to Phase 3-ready program in less 
than 3 years  

4

Dec 2019
IND opened for 

development in ADH1 

Sep 2020
Phase 2b study initiated 

in ADH1

Q1 2022
FDA end of 

Phase 2 
meeting

2H 2022
Plan to initiate Phase 3 

study in adult ADH1

Mar 2021
Proof-of-concept data 

of encaleret in ADH1 at 
ENDO

• Encaleret rapidly progressed from IND to Phase 2 results in less than 3 years
• Phase 2 assessed safety, tolerability, and durability of encaleret treatment in ADH1 for 24 weeks  

Jun 2022
Report Phase 2 
results at ENDO

Jun 2021
FDA fast track 
designation 
announced



0

2000

4000

6000

8000

10000

12000

14000

Geisinger gnomAD TopMed UK Biobank

General Population Genetic Database

ADH1 is a serious condition for which treatable patient numbers may 
grow meaningfully as diagnosis rates increase

5
1US population estimated as 328M. 2Dershem, et al. Amer Jour of Hum Genetics 2020. 3Data obtained from the gnomAD, TopMed, and UK Biobank databases as of 2022. 4Ultragenyx public materials. 5Evaluate.
XLH = x-linked hypophosphatemia.

~12k carriers of ADH1 causing variants in the US Analogous ADH1 market includes XLH

XLH ADH1

Prevalence (US) 12K4 12K

Disease burden Hypophosphatemia
Acute hypocalcemia 

risk, long-term 
hypercalciuria risk

Standard of care
Vitamin D, daily 

phosphate
Vitamin D, daily 

calcium

Registrational 
endpoint

Serum phosphate
Blood and urine 

calcium

Projected consensus 
peak year sales

>$2bn5 ~$700m

Estimated US Prevalence1

(K)

2 3 3 3



41%

32%

27%

ADH1 unmet need is large with significant disease burden and no 
interventions specifically approved

6

>70% of ADH1 cases exhibit symptoms of 
hypocalcemia1

Individuals receiving calcium and/or active vitamin D (n=58) 
%

22%
29%
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blood 

calcium

Normalized 
urine 

calcium

Normalized 
blood 

and urine 
calcium

Current treatments inadequately address 
symptom burden1

Severe

ADH1 cases (n=192)
%

Mild / Moderate

Asymptomatic

Median age of diagnosis1: 25 years 
Range: 0 – 77 years

1Roszko, et al., ASBMR Annual Meeting, 2021.
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Phase 2 
Results

Rachel Gafni, M.D.

Senior Research Physician and 

Head of the Mineral Homeostasis 

Studies Group

National Institute of Dental and 

Craniofacial Research of the National 

Institutes of Health (NIH)

Encaleret is an investigational drug. Its safety and efficacy have not been fully evaluated by any regulatory authority. 7



Encaleret (CLTX-305) Restored Mineral Homeostasis in a Phase 
2 Study in Autosomal Dominant Hypocalcemia Type 1 (ADH1) 

[NCT04581629] 

RI Gafni, IR Hartley, KL Roszko, EF Nemeth, KA Pozo, R Sani-Grosso, AS Mathew, AV Sridhar, MS 
Roberts, JC Fox, MT Collins

Prepared for presentation at the ENDO 2022 Annual Meeting



Blood calcium is maintained by four organs regulated by the calcium-
sensing receptor (CaSR) and parathyroid hormone (PTH)

9
Ca2+ =  ionized calcium; PTH = parathyroid hormone; CaSR = calcium-sensing receptor



Activating variants in the CASR cause Autosomal Dominant Hypocalcemia 
Type 1 (ADH1)

10
Roszko, et al. Front. Physiol. 2016.

Long-term complications

Nephrolithiasis

Nephrocalcinosis

Chronic Kidney Disease

Acute symptoms

Hypocalcemic seizures

Paresthesia

Tetany

Muscle cramps

Clinical Manifestations

Ca2+

PTH

Hyperactive CaSR causes dysregulation 
of Ca homeostasis

Decreased blood calcium

Decreased parathyroid 
hormone (PTH) secretion

Ca2+ Increased urinary calcium

Activating variants in the CASR increase 
tissue sensitivity to Ca2+
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Conventional therapy with calcium and activated vitamin D does not correct the underlying 
pathophysiology and has the potential to worsen long-term complications



Encaleret, an investigational oral calcilytic, may be a potential treatment 
for ADH1

11
Figure adapted from Tfelt-Hansen J, et al. Curr Med Chem. 2002.

• Calcilytics are negative allosteric modulators of the CaSR that decrease CaSR sensitivity to 
extracellular calcium

• Normalizing CaSR sensitivity could correct hypocalcemia, hypercalciuria, and low PTH in individuals 
with ADH1
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Encaleret Phase 2B Study Design – CLTX-305-201

12
1Standard of care (calcium and active vitamin D) was discontinued prior to the first encaleret dose.

Additional measures:

• Blood 1,25-(OH)2-vitamin D, magnesium, and phosphate

• Urine creatinine, cAMP, citrate, phosphate, sodium, magnesium

• Bone turnover markers (serum collagen C-telopeptide, serum procollagen 

Type 1 N-propeptide)

• Safety and tolerability

• Blood calcium concentration

• Urine calcium concentration

• Intact parathyroid hormone concentration 

Key study objectives:

cvcv

Period 1 1 Period 2 1

Individualized dose 
escalation

Individualized dose 
titration

Period 3

Outpatient extension

Phase 2B 

Results

5 days, inpatient (N=6) 24 weeks, outpatient (N=13) Outpatient

Long-term extension 
(LTE)

LTE

cv5 days, inpatient (N=13)



Baseline Characteristics

13Data reported as mean±SD. GFR = estimated glomerular filtration rate calculated by the CKD-EPI equation. The encaleret starting dose was either 180mg BID or 90mg BID in Period 2. 
1Albumin-corrected calcium. 2Measurements taken pre-dose Day 1, Period 2.

Characteristic Study Population (N = 13) Normal Range

Age, mean, yr (range) 39 (22-60)

Female, n (%) 8 (62%)

Nephrocalcinosis/Nephrolithiasis, n (%) 10 (77%)

eGFR (mL/min/1.73 m2) 84 ± 25 >60

Calcium1,2 (mg/dL) 7.1 ± 0.4 8.4 –10.2

Intact PTH2 (pg/mL) 6.3 ± 7.8 15 – 65

Phosphate2 (mg/dL) 4.5 ± 1.1 2.3 – 4.7 

Magnesium2 (mg/dL) 1.7 ± 0.2 1.6 – 2.6

24h Urine Calcium (mg/24h) 384 ± 221 < 250 - 300

Supplements

Elemental Calcium (mg/day) [mean (range)] 2120 (750-4800)

Calcitriol (µg/day) [mean (range)] 0.7 (0.2-2.0)

CASR Variants
C131Y (2), P221L (2), E604K (1), A840V (3), F788C (1), T151M (1), 

Q245R (1), I692F (1), E228K (1)



Phase 2B Oral Encaleret Dosing Summary

14
Periods 1 and 2 data reported as mean±SD.
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Period 1 Dosing
Defined dose escalation
Day 5 Mean: 350.0±22.4 mg/day

Period 2 Dosing
Individualized dose titration
Day 5 Mean: 178.3±123.7 mg/day

BID dosing BID dosingQD 
dosing

Period 3 Dosing
Optimized dose adjustments
Wk 24 Mean: 172.0±140 mg/day

BID dosing

Individual Patient Dosing



Encaleret was well-tolerated with no serious adverse events reported

15Data as of Mar 8, 2022. 1Treatment-related adverse events were transient and resolved either spontaneously or with adjustment of the encaleret dose. Treatment-related AEs were counted as the number of 
events per period and are presented as a percentage of the total number of AEs.

Period 1

N=6

Periods 2 and 3

N=13

Number of subjects experiencing any Serious Adverse Event 0 (0%) 0 (0%)

Number of subjects experiencing any Adverse Event 6 (100%) 13 (100%)

Mild 6 (100%) 13 (100%) 

Moderate 0 2 (15%)

Severe 0 0

Number of Adverse Events Reported 8 78

Mild 8 (100%) 76 (97%) 

Moderate 0 2 (3%)

Severe 0 0

Treatment-related Adverse Events1 2 (33%) 16 (21%)

Hypophosphatemia 2 (100%) 10 (63%)

Hypercalcemia 0 (0%) 6 (37%)



Period 1 Results (n=6): Encaleret increased PTH secretion and normalized 
blood and urine calcium

16
1Encaleret dose adjusted to 180/120 in 1 subject on Day 5. 2Values below limit of assay quantitation recorded as “0”. 3Day 4 values used in two subjects given Day 5 values unavailable. Solid line for urine calcium 
reflects the upper limit for men and dashed line reflects upper limit for women. Gray shading reflects normal range. ULN = upper limit of normal; LLN = lower limit of normal. ** p-value < 0.01. 
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Periods 2 and 3 Results (n=13): BID encaleret restored and maintained 
mean blood and urine calcium in the normal range over a 24-week period

17

Data as of Mar 8, 2022 reported as mean+SD. Values below limit of assay quantitation recorded as “0”. Gray shading reflects normal range. ULN = upper limit of normal; LLN = lower limit of normal. Solid line for 
urine calcium reflects the upper limit for men and dashed line reflects upper limit for women. cCa values shown for weeks 8, 16, and 24 are pre-encaleret. ** p-value < 0.01 Week 24 mean compared to 
Baseline.
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Period 2 and 3 Results (n=13): BID encaleret increased mean PTH 
and decreased mean blood phosphate into the normal range

18Data as of Mar 8, 2022 reported as mean+SD. Values below limit of assay quantitation recorded as “0”. Gray shading reflects normal range. The measures shown for weeks 8, 16, and 24 are pre-encaleret. ** p-
value < 0.01 Week 24 mean compared to Baseline.
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Period 2 and 3 Results (n=13): BID encaleret increased mean blood 
magnesium and mean 1,25-(OH)2-vitamin D

19
Data as of Mar 8, 2022 reported as mean+SD. Gray shading reflects normal range. The measures shown for weeks 8, 16, and 24 are pre-encaleret. ** p-value < 0.01 Week 24 mean compared to Baseline.

M
a
g

n
e
s
iu

m
 

(m
g

/d
L

)

1
, 

2
5

-(
O

H
) 2

-v
it

a
m

in
 D

(p
g

/m
L

)

Period 2 Period 3

Days Weeks

**

**



Period 3 Results: BID encaleret increased bone turnover markers (n=13) 
and had minimal short-term effects on bone density (n=11)

20

Data as of Mar 8, 2022. CTX and P1NP reported as individual participant data and were corrected for sex and menopausal status. Gray shading reflects normal range. Measures shown for weeks 8, 16, and 24 are 
pre-encaleret. DXA data not available on 2 participants due to surgical hardware. * p-value < 0.05 Week 24 mean compared to Screening. Mean change in bone turnover markers at 24 Weeks was significant (p-
value <0.01)
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DXA Anatomical Site
n = 11

Screening Z-score
Mean ± SD 

Period 3, Week 24 Z-score
Mean ± SD 

Total Body 2.1 ± 1.4 2.0 ± 1.3

AP Lumbar Spine 2.6 ± 1.5 2.3 ± 1.7

Total Hip 2.2 ± 1.4 2.0 ± 1.4* 

1/3 Distal Radius 0.2 ± 0.9 0.3 ± 0.9 



Summary

21

• In 13 individuals with ADH1, encaleret administered twice daily for 24 weeks 

restored mineral homeostasis as demonstrated by: 

o Increase in PTH 

o Correction of hypocalcemia

o Normalization of mean 24-hr urine calcium

o Reduction in blood phosphate

o Increase in mean magnesium and 1,25-(OH)2-vitamin D

o Increase in bone turnover while remaining in the normal range in most participants

• Encaleret was well-tolerated over 24 weeks, with no serious adverse events 

reported

• Outpatient evaluation of encaleret in the Phase 2b long-term extension is ongoing 

• Phase 3 study is planned for initiation in 2022
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Phase 3 
Registrational 
Study Design

Mary Scott Roberts, M.D.

Sr. Director, Clinical Development, 

Cardiorenal 

Encaleret is an investigational drug. Its safety and efficacy have not been fully evaluated by any regulatory authority. 22



Phase 3 Registrational Study Design

CLTX-305-302: global, multi-center, randomized, open-label, two-arm study

Screening Period

• Age > 16 years of age

• Documented 

pathogenic variant, or 

variant of uncertain 

significance, of the 

CASR gene associated 

with biochemical 

findings related to 

hypoparathyroidism

SoC 

Maintenance

(N ~ 45)

Randomization 2:1
2-14 days

Long-Term 

Extension

Outpatient Dosing 

Encaleret

Weeks 29-208

Encaleret Titration Period

(N ~ 30)

Encaleret

Maintenance 

Period

Period 1
Weeks 1-4

SoC Adjustment Period

(N ~ 15)

SoC 

Maintenance 

Period

Period 2
Weeks 5-24

Period 3
Weeks 25-28

Select Secondary Endpoints:

• Blood iPTH, 1,25-(OH)2 Vitamin D, magnesium, and phosphate

• Urine magnesium and phosphate

• Bone turnover markers 

• Renal ultrasound and renal function

• ER/urgent care visits and/or hospitalizations

• Quality of life (SF-36)

Primary Composite Endpoint:

23

• Proportion of participants achieving: 

o Blood Ca within the target range AND

o 24-hour urine Ca within the reference range or ≥ 50% reduction from 

baseline

SoC = standard of care; a combination of oral activated Vitamin D and/or calcium supplements. CASR = calcium sensing receptor gene. Ca = calcium. iPTH = intact parathyroid hormone. 



Based on Phase 2 results, 69% of participants responded to encaleret as 
intended by the planned Phase 3 primary composite endpoint

24

Individuals achieving both blood Ca and urine Ca 
in the target range
SoC vs Encaleret (n=13)
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Ca = calcium; SoC = standard of care (calcium and active vitamin D) 



Summary of encaleret Phase 2 data and next steps

25

Phase 2 Data

■ Encaleret maintained normalized mean corrected blood 

calcium and 24-hour urine calcium excretion for 24 weeks 

■ Mean PTH increased and phosphate decreased into the 

normal range and were maintained for 24 weeks 

■ Encaleret was well-tolerated when administered twice daily 

over 24 weeks, with no serious adverse events reported

■ Consistent improvements in mineral homeostasis suggest 

encaleret may become an effective treatment for ADH1

Anticipated Next steps

■ 2H 2022: Initiate Phase 3 CALIBRATE registrational study

■ 2023: Expect complete enrollment in CALIBRATE study

■ 2023: Announce top line Phase 3 data

■ 2023+: Continued updates from Phase 2 long-term extension

2019
• IND Opened

2020

• Phase 2 study initiated

• US ODD granted1

2021

• Ph2 PoC data reported

• FTD granted

• EU ODD granted1

2022

• Global regulatory authority 
interactions on registration 
approach

• Phase 2 data reported

• Plan to initiate Phase 3 study

2023+

• Announce Phase 3 topline 
data

• Initiate clinical studies in 
pediatric ADH1

• Evaluate encaleret in non-
genetic hypoparathyroidism

1Orphan designation includes 7 years of market exclusivity in the US and 10 years in EU. PoC = Proof of Concept. FTD = Fast Track Designation. ODD = Orphan Drug Designation. 


