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Forward Looking Statements

This presentation contains forwaﬂdokmg statements that involve substantial risks and uncertainties. Any statements irrésngation about future expectations,
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of 1995. Actual results may differ materially from those indicated by such foHeakdng statements as a result of various ongant factors, including: the content and
timing of decisions made by the U.S. Food and Drug Administration, European Medicines Agency and other regulatory athibariiesrtainties inherent in the

initiation and conduct of clinical trials; availability and timing of data from clinical trials; whether results of eachl tlials or studies in different disease indications

will be indicative of the results of ongoing or future trials; uncertainties associated with regulatory review of clialsartd applications for marketing approvals; the
availability or commercial potential of product candidates; the ability to retain and hire key personnel; the sufficieady r@sources and need for additional financing;
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anticipates that subsequent events and developments will cause its views to change. However, while the Company maypdktettteese forwardlooking statements
at some point in the future, it specifically disclaims any obligation to do so. These faloekidg statements should notb&rf A SR dzLJ2y a NBLINB a S
views as of any date subsequent to the date of this presentation.

This presentation also contains estimates and other statistical data made by independent parties and by us relating wizeanrketgrowth and other data about our
industry. This data involves a number of assumptions and limitations, and you are cautioned not to give undue weighestnsaiels. Neither we nor any other person
makes any representation as to the accuracy or completeness of such data or undertakes any obligation to update suehttetaai of this presentation. In
addition, projections, assumptions and estimates of our future performance and the future performance of the markets iwevbperate are necessarily subject to a
high degree of uncertainty and risk.
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Krystal Biotech Overview

A fullyintegrated biotechnology company focused on developing and commercializing genetic medicines for
patients with rare diseases

& < )

Developing Initial focus on rare Expanded focus on Fully integrated, Well funded with
redosable gene dermatologic larger indications, R&D and caslt of $407.0
therapiesc powered @l diseases establishe new tissue types commercialready million, providing
by a proprietary clinical POC and & and alternative company, with runway through
HSV1 vector growing pipeline routes of inhouse GMP multiple clinical and
technology across Krystal and administration manufacturing commercial
Jeuné milestones

1. Jeune Aesthetics, Inc., a wholly owned subsidiary of Krystal Biotech; 2. Cash, cash equivalents and investments pa3Qi@023 o
HSWV1, herpes simplex virus type 1; POC, proof of concept; GMP, good manufacturing practice
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Technology Platform
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HS\/1: A Differentiated Vector

Vector addresses challenges related to host genome integration, neutralizing immunogenicity, and payload cap

Gene Delivery Platform Comparison

e e — L LU

L g In vivo dosing
k‘ Potential baseline neutralizing immunity No NO (if ex vivo) Yes No
Repeatdose capabilities Yes Yes(if ex vivo) No Yes
Carrying capacity >30 kb 9 kb <5 kly ~12 ki§
HS\V-1 has natural affinity for broad Integrates payload into host cell DNA No Yes Maybée® No
cell types with favorable properties Efficiency of delivering genetic cargo High High Variable Low
Regulatory precedent Yes Yes Yes Yes

A HSV1 is a well characterized virus, highly prevalent in the human population, with some estimates suggesting at least$7% of th LJ2 LJdzt I § A
have been exposed to HIV

A HSV1 vectors efficiently infect cells; their genomes remain episomal without integrating into ho$t3PtNis avoiding risks of insertional mutagenesis
A Additional benefit of the HSY vectors include large payload capacities exceeding 30 kb and its natural property to resigeicigarancé®

1. Xu F, et all Infect Dis2002;185(8):101&24; 2 HeldweinEE Krummenachet.Cell Mol Life Sc2008;65(11):1658 y T o® D2Aya 2 CxX Si It dX 9y3IAYSSNAYy3I I {+ntm =S OOBNR F2NJ
Diefenbachand CFraefe| Editors. 2014, Springer Nexork:New, 2 NJ| ~Z b , dTogddrelliEl petatFpiit Cell thfedlicrobiol 2019;9:127; 5. Yang L, et Btont Immunol2019;10:2196; 6. Oldham ML, etldhature 2016;529(7585):537
40; 7. Epstein AL, et &urrGeneTher 2005;5(5):445%8; 8. Generation Bio (GBIO) Prospectus. (2020, June Diglvéadj DA et al.Mol Ther 2021; 29 (2): 68690

AAV, adenessociated virus; LNP; lipid nanopatrticle , LV, lentivirus.
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RedosableGene Delivery Technology Has Broad Potential
Vector can deliver a variety of therapeutic modalities and be administered repeatedly

Engineered HSV-1
platform

The HS\A1 vector is engineered to be
replication incompetent, thus further
reducing cytotoxicityand the potential
for cell to cell spread while retaining
the favorable properties of HSVL,
including immuneevasion, high
payload capacity, and broad tropism.

All products described in this presentation are investigational therapies
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Target Tissues

Approach

Therapeutic
gene
replacement

Gene
silencing
(RNA, gene
editing)

Vectorized
antibodies

Vectorized
cytokines

Route of
Administration

)

Topical Gel

—
)

Intradermal
Injection

~—
)

Nebulization

~—
)

Eyedrop

—
)

Other

UL Krystal V  B-VEC (COL7A1) for DEB (BLA filed)
V  KB105 (TGM1) for TGMXARCI
Rare V  KB407 (CFTR) for Cystic Fibrosis
diseases / A KB104 (SPINKS5) for Netherton Disease
conditions A KB408 (AAT) for Alphal Antitrypsin Deficiency
A Undisclosed preclinical candidates
JEUNE
| V  KB301 (COL3)
A KB302 (COL1)
Aesthetic A KB303 (ELN)
- :(Ij(ilt?ons A KB304 (ELN + COL3)
A KB305 (COL4)

Collaboration Opportunities

A

Chronic, non-monogenic diseases

~—

Nonrare A Autoimmune skin or lung conditions
diseases / A Vectorized antibodies or cytokines
conditions A Organ systems outsidel|of Kr
V' In the clinic
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Beremagene Geperpave8{VE
RMAT/PRIMEDrphan’VVoucher*

*RMAT: Regenerative Medicine Advanced Therapy Designation by the FDA; PRIdMEBMedicines designation by
the EMA,; Orphan: Orphan Drug designation by the FDA and Orphan Medicinal Product Designation by the EMA;
Voucher: Rare Pediatric Disease designation may qualify for a voucher that can be redeemed to receive a priority review
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Dystrophic Epidermolysis Bullosa (DEB)
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Dystrophic Epidermolysis Bullosa
A DEB is a serious, ultrare genetic blistering disease caused by mutation in the COL7AY%ene
A Mutations in the COL7A1 gene lead to absent or dysfunctional COL7 protein, without which the epidermis does not ancliernoghe

A DEB is characterized by a range of symptoms, including blistering (e.g., on the hands, feet, knees, elbows), woundsagcarahgnd Gl
abnormalities. DEB is classified by inheritance pattern into 2 subtypes, the recessive DEB (RDEB), more severe formeamre® i DEB)°

A Patients with DEB are at increased risk for serious complications, including aggressive squamous cell €arcinoma

DEB is a lifelong condition, with clinical features and complications evolving from childhood through late addlthoos

1. Fine <D, et al.J AmAcadDermatol 2014;70(6):1103.126; 2. Fine-D.JAMA Dermatol2016;152(11):1231238; 3.BardhanA, et al.Nat Rev Dis Primer2020 Sep 24;6(1):78; 4. Has C, eBall Dermatol2020;183(4):614627; 5.BardhanA,
et al.Nat Rev Dis Primer2020;6(1):78; 6CondorelliA, et al.Int J Mol ScR019;20(22):5707; MontaudiéH, et al.Orphanet] Rare Di2016;11(1):117; 8. FineQ]Mellerio JEJ AmAcadDermatol 2009;61:367384

All products described in this presentation are investigational therapies w % i
. . . ALY Kr
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BeremagendseperpavedB-VEC) for DEB

Topically applied &EC gel designed to induce local COL7 expression and molecular correction

B-VEC Therapeutic Vector
COL7

COL7Abene Drme(i)k ----- }
Z ‘

N
SN N [o] _ p . .
coL7™ Anchoring A Topicallyadministered BVEC enters the
Nucleus  transcripts fibrils

compromised skin of DEB patients and transduces
both keratinocytes and fibroblasts

Replicatiorincompetent HS\. vector Keratinocyte (or Fibroblast) Cell A

containing functionaCOL7AL Once inside the nucleus, the vector genome is

depositedepisomally allowing the cell to produce
and secrete functional COL7 protein without host
genomic disruption

<«— Keratinocytes—» ;

- _ A The secreted COL7 protein assembles into
j 2 } RIS { E. E 1 J 2 2 2 anchoring fibrils, which holds the epidermis and
S— dermis together

1

‘Blister
Anchoring fibrils —
(COoLY)

<+— Fibroblasts—»

All products described in this presentation are investigational therapies
COL7, type VII collagen; DEB, dystroppidermolysis bullos&rystal Biotech. Data on File.

Al Krystal| 9
© Copyright 2022 Krystal Biotech, Inc. All rights reserved. N Krystal | 9



B-VEC Opportunity
A topicalredosableggene therapy intended to treat DEB

DEB is rare:9,000patients across global reimbursable
markets and>2,500patients diagnoset

High unmet need: DEB has no approved treatments;
current management is limited and supportive in nafte

ROW

Burden of existing treatment: supportive treatments can
be time-consuming and costl§200kg $400kannually>

Significant opportunity: DEB represents$600Mglobal Global commercial & medical teams with deep expertise in rare diseases
market

1. Internal data on file; Denyer], et al. Accessed March 16, 2022. https://www.woundsinternational.com/download/resource/5921; 3. Bruckner ADr@tahet]) Rare Di2020;15(1):1; RashidghamaE.,Mellerio J.E., Management
of chronic wounds in patients with dystrophic epidermolysis bullosa: challenges and solutions, Chronic Wound Care MaseagdResetrch Volume 2017:4,-88; 5. GENEGRAFT Report Summary. (2015, February 16). Retrieved
December 13, 2016, from http://cordis.europa.eu/result/rcn/156078_en.html

All products described in this presentation are investigational therapies
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