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NEWS RELEASE

bridgebio pharma shares positive phase 2b data and
announces pivotal study design for phase 3 trial of

encaleret in autosomal dominant hypocalcemia type
1 (adh1)

2022-06-13

- Treatment with encaleret resulted in rapid and sustained restoration of normal mineral homeostasis, with mean
values of blood calcium, urinary calcium, and blood PTH within the normal range by day 5 of therapy and sustained

at 24 weeks, and was well-tolerated without any reported serious adverse events

- At week 24 of encaleret treatment, 92% (12/13) of participants had achieved normal trough blood calcium levels in
the absence of extra-dietary calcium supplements and active vitamin D, and 77% (10/13) of participants had normal

urinary calcium excretion

- The Company completed its end of Phase 2 interaction with the US FDA; the Phase 3 pivotal study is anticipated to
begin in 2022 and will evaluate a primary composite endpoint of blood and urinary calcium within target ranges in

participants treated with encaleret compared to standard of care
- Phase 2b data are featured in an oral presentation at the Endocrine Society (ENDO) 2022 Annual Conference

- BridgeBio will host an investor call on June 13, 2022, at 4:30 pm ET to discuss the Phase 2b study results and the
planned pivotal Phase 3 study design

PALO ALTO, Calif., June 13, 2022 (GLOBE NEWSWIRE) -- BridgeBio Pharma, Inc. (Nasdaq: BBIO) (“BridgeBio” or the
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“Company”), a commercial-stage biopharmaceutical company focused on genetic diseases and cancers, today
announced positive Phase 2b data of encaleret in patients with autosomal dominant hypocalcemia type 1 (ADH1).
The results are featured in an oral presentation at the Endocrine Society (ENDO) 2022 Annual Conference in
Atlanta, GA. BridgeBio will also host an investor call on June 13, 2022, at 4:30 pm ET to discuss the results from the

Phase 2b study.

“ADH1 is a rare genetic form of hypoparathyroidism associated with lifelong abnormally high urine calcium and low
blood calcium levels, sometimes leading to severe consequences such as seizures, heart rhythm abnormalities,
muscle cramping, and breathing difficulties,” said Rachel Gafni, M.D., senior research physician and head of the
Mineral Homeostasis Studies Group of the National Institute of Dental and Craniofacial Research of the National
Institutes of Health (NIH). “Current management with calcium and vitamin D supplements is inadequate and may
exacerbate high urine calcium levels, which can cause kidney complications. These 24-week outpatient data,
evaluating an investigational calcilytic in a precision-medicine approach, demonstrate that encaleret has the

potential to restore normal calcium and phosphate metabolism in individuals with ADH1.”

Thirteen adults with ADH1 caused by nine unique CASR variants participated in the three-period, Phase 2b, open-
label, dose-ranging study. Oral calcium and activated vitamin D supplements were discontinued prior to encaleret
initiation. Periods 1 and 2 each evaluated encaleret over the course of five inpatient days and Period 3 included a

24-week outpatient evaluation. Key results from the Phase 2b study include:

e Encaleret was well tolerated with no serious adverse events reported; there were no treatment
discontinuations or study withdrawals
e Key biochemical parameters of mineral homeostasis, summarized in the table below, were normalized by

Period 2, Day 5 and were sustained through Period 3, Week 24 of the trial

Key Biochemical Measures Baseline Period 2, Day 5 Mean (p-value)* Period 3, Week 24 Mean (p-value)* Normal Range
Parathyroid Hormone (pg/mL) 6.3+7.8 4(05253071.)5 31.3420.8 (p<0.01) 10-65
Blood Corrected-calcium (mg/dL) 8.6+0.7 9.0+0.6

71204 (p<0.01) (0<0.01) 4102
Urine Calcium (mg/24h) 179+108 189472

395+216 (0<0.01) (0<0.01) <250-300
Phosphate 3.2+0.7 3.5+0.6
(mg/dL) 4ot (p<0.01) (5<0.01) 2347

Data presented as mean+SD

*Compared to baseline
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“For someone born with ADH1, the near-constant vigilance required to manage levels of calcium in the bloodstream
is part of normal day-to-day life. The management helps to relieve the burden of health complications like seizures
and hospitalizations, but in some cases, people still have symptoms even with astute maintenance of their
condition. The possibility of a treatment option that could potentially alleviate the burden on patients and improve
quality of life and health provides hope for people living with this genetic condition,” said Michele Rayes, vice-chair

of the board of directors of the HypoPARAthyroidism Association.

The consistent and sustained results from all periods of this Phase 2b study support the potential for encaleret to
establish a clinically meaningful efficacy, tolerability and safety profile as a potential treatment of adults with ADH1.
The participants who completed Period 3 of the study were eligible to continue in an open label extension of up to
25 months. The planned Phase 3 registrational study in patients with ADH1 is designed as a randomized, open-
label, two-arm study comparing the effect of encaleret to standard of care on blood and urine calcium for 24 weeks.
BridgeBio plans to initiate the Phase 3 trial in the second half of 2022 with an expected readout of top line data at
the end of 2023.

“We are eager to initiate our upcoming study and plan to build upon the knowledge and experience gained from
the Phase 2b clinical trial. People with ADH1 are in serious need of treatment options, and we hope to reach them
quickly with a meaningful therapy,” said Mary Scott Roberts, M.D., senior director of clinical development at

BridgeBio and clinical lead of the encaleret program.

At ENDO 2022, BridgeBio also shared poster presentations on its achondroplasia program, including preclinical

data on hypochondroplasia, as well as an ePoster about its congenital adrenal hyperplasia (CAH) program.

Webcast Information

BridgeBio will host an investor call and simultaneous webcast to discuss the full Phase 2b data and pivotal study
design for its Phase 3 trial for encaleret in patients with autosomal dominant hypocalcemia type 1 on June 13,
2022 at 4:30 pm ET. To access this call, dial (800) 379-2666 and enter conference ID 7644119. A link to the webcast
may be accessed from the event calendar page of BridgeBio's website at https://investor.bridgebio.com/. A replay
of the conference call and webcast will be archived on the Company’s website and will be available for at least 30

days following the event.

About Encaleret

Encaleret is an investigational, orally administered small molecule that selectively antagonizes the CaSR, targeting
ADH1 at its source. The current standard of care for ADH1 patients consists of oral calcium and/or active vitamin D
supplements that are typically administered to manage signs and symptoms associated with hypocalcemia.
Encaleret has received Fast Track Designation by the FDA and Orphan Drug status in the United States and

European Union.
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https://www.globenewswire.com/Tracker?data=vm7629bCzw-_cRoH13G77-Nj2DGvWZWASqsl4Bft5DueUuyKVDB3dH4IuO7bKD3R_yzKWdA-xEue4E61LBSyjy9XxfPgrkrM0yo-KRNRkgvN_LzKbnajNnKZptWXBZ6-BBVLYJ7qIfw2WtHUkoZwjUZZGgrVBVpjCdBWK1Yhmdigpdof_X1IxunAv2XaMaWZQDwhRdZ37R3vytzYeeY1fN4aLUcCPMFnLQg-8khMgkNqXhkfnurjgMRTvJ1gtgnEdWXH3VfCsmCMdmCsmiyDOpST1aQtP7Y_omFjl9kGDi62EoQqFbXMDj2MH0RdaSiBwAP_8rW6uDrWW6ZPrwV4ZA==
https://www.globenewswire.com/Tracker?data=-SshuG6xbWwTdfxS8dtl4K8EFqlk_DwG50EmNLCWsxeop8kj7gWCGqXUhfAZG-uwOCeM0Vd6eZRDMVYEkmfgeE18hHEkHoQMqxoSAU3aVsri_LmCigsLLaQSq6psec-g0y6retPAm5zualJhGgywqLMxTeyF7YyiLOyi49UPMOs=

About Autosomal Dominant Hypocalcemia Type 1 (ADH1)

ADH1 is caused by gain-of-function variants of the CASR gene encoding the calcium sensing receptor (CaSR) which
are estimated to be carried by 12,000 individuals in the United States." The calcium-sensing receptor senses and
regulates the level of extracellular calcium in the body through its activity in the parathyroid glands and the kidney.
Due to increased sensitivity of the variant CaSR to extracellular calcium, patients with ADH1 have low blood calcium
(hypocalcemia), inappropriately low parathyroid hormone levels, and excess urinary excretion of calcium
(hypercalciuria). Hypocalcemia can cause neuromuscular symptoms, which can include severe muscle cramping

and seizures, while hypercalciuria can lead to kidney calcifications and impaired kidney function.

About BridgeBio Pharma, Inc.

BridgeBio Pharma, Inc. (BridgeBio) is a commercial-stage biopharmaceutical company founded to discover, create,
test and deliver transformative medicines to treat patients who suffer from genetic diseases and cancers with clear
genetic drivers. BridgeBio's pipeline of development programs ranges from early science to advanced clinical trials.
BridgeBio was founded in 2015 and its team of experienced drug discoverers, developers and innovators are
committed to applying advances in genetic medicine to help patients as quickly as possible. For more information

visit bridgebio.com and follow us on LinkedIn and Twitter.

BridgeBio Pharma, Inc. Forward-Looking Statements

This press release contains forward-looking statements. Statements we make in this press release may include
statements that are not historical facts and are considered forward-looking within the meaning of Section 27A of
the Securities Act of 1933, as amended (the Securities Act), and Section 21E of the Securities Exchange Act of 1934,

as amended (the Exchange Act), which are usually identified by the use of words such as “anticipates,” “believes,”

" "oy

intends,

" "mau " " "o,

“estimates,” “expects, may,” “plans,” “projects,” “seeks,” “should,” “will,” and variations of such words or
similar expressions. We intend these forward-looking statements to be covered by the safe harbor provisions for
forward-looking statements contained in Section 27A of the Securities Act and Section 21E of the Exchange Act and
are making this statement for purposes of complying with those safe harbor provisions. These forward-looking
statements, including statements relating to expectations, plans and prospects regarding the preclinical and clinical
development plans, clinical trial designs, clinical and therapeutic potential, and strategy of our product candidates,
including, but not limited to: updated interim data from our ongoing Phase 2b proof-of-concept, open-label study of
encaleret for the treatment of Autosomal Dominant Hypocalcemia Type 1 (ADH1), which are not indicative of final
data from our Phase 2b study of encaleret; the potential size of the target patient population with a rare genetic
form of hypoparathyroidism caused by pathogenic variants in the calcium-sensing receptor (CASR) gene; the
inability of current standard of care therapies to treat ADH1; encaleret continuing to be well-tolerated with no
serious adverse events and no adverse events of moderate or severe intensity reported in our ongoing Phase 2b

proof-of concept, open-label study; tolerability and consistent mineral responses following encaleret administration

4
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https://www.globenewswire.com/Tracker?data=yPySDKQRbm5VqeInmoAJmJmTY573RTSFH3lIrOXqgjtj_vZCHOIyyNSSRQTAbb0xDvZXhxLz9ZKvavEPeo1mFw==
https://www.globenewswire.com/Tracker?data=xoX7elXOqiKE9wXB47dRgKBSu3otrfTgf1HbWA1WhZdvWvptB1xVTf9TvivH2Xi6ga_5IGl050iLm54E_2d67AYV4fN5fesM_BDRJgTT68Q=
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in all 13 ADH1 trial participants continuing to demonstrate proof-of-concept that encaleret may be an efficacious
therapy option for ADH1; the timing and success of our planned meetings with regulatory health authorities,
including the U.S. Food and Drug Administration (FDA), to discuss potential paths to registration prior to initiation of
a Phase 3 registrational study in patients with ADH1; the ability of encaleret to be the first approved therapy option
indicated specifically for the treatment of ADH1, if the development program is successful; the continuing close
collaboration between world-leading experts in calcium homeostasis at the National Institute of Dental and
Craniofacial Research at the National Institutes of Health and BridgeBio; the clinical study designs for our Phase 2b
study of encaleret in ADH1; and the timing of these events, reflect our current views about our plans, intentions,
expectations, strategies and prospects, which are based on the information currently available to us and on
assumptions we have made. Although we believe that our plans, intentions, expectations, strategies and prospects
as reflected in or suggested by those forward-looking statements are reasonable, we can give no assurance that the
plans, intentions, expectations or strategies will be attained or achieved. Furthermore, actual results may differ
materially from those described in the forward-looking statements and will be affected by a number of risks,
uncertainties and assumptions, including, but not limited to: ongoing data from our ongoing Phase 2b proof-of-
concept, open-label study of encaleret for the treatment of ADH1 not being indicative of final data; the potential
size of the target patient population for ADH1 not being as large as anticipated; encaleret not being well-tolerated,
with serious adverse events and adverse events of moderate or severe intensity being reported in the final Phase
2b study data; encaleret not continuing to demonstrate that it may be an efficacious therapy option for ADH1 based
on the final Phase 2b data; encaleret not being the first approved therapy option indicated specifically for the
treatment of ADH1, if the development program is not successful or if a competing therapy option is approved; the
design and success of ongoing and planned clinical trials, future regulatory filings, approvals and/or sales; despite
having ongoing and future interactions with the FDA or other regulatory agencies to discuss potential paths to
registration prior to initiation of a Phase 3 registrational study of encaleret in patients with ADH1, the FDA or such
other regulatory agencies may not agree with our regulatory approval strategies, components of our filings, such as
clinical trial designs, conduct and methodologies, or the sufficiency of data submitted; the continuing success of our
close collaboration between the National Institute of Dental and Craniofacial Research at the National Institutes of
Health; potential adverse impacts due to the global COVID-19 pandemic such as delays in regulatory review,
manufacturing and supply chain interruptions, adverse effects on healthcare systems and disruption of the global
economy; and those risks set forth in the Risk Factors section of our most recent Annual Report on Form 10-K filed
with the U.S. Securities and Exchange Commission (SEC) and our other SEC filings. Moreover, BridgeBio operates in
a very competitive and rapidly changing environment in which new risks emerge from time to time. These forward-
looking statements are based upon the current expectations and beliefs of BridgeBio's management as of the date
of this release and are subject to certain risks and uncertainties that could cause actual results to differ materially
from those described in the forward-looking statements. Except as required by applicable law, we assume no
obligation to update publicly any forward-looking statements, whether as a result of new information, future events

or otherwise.
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[1] Dershem et al., Amer Jour of Hum Genetics, 2020

BridgeBio Contact:

Grace Rauh
Grace.rauh@bridgebio.com
(917) 232-5478

BridgeBio ADH1 Patient Advocacy Contact:
Jocelyn Ashford
jocelyn.ashford@bridgebio.com

(650) 452-4199
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