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ARCI, a heterogenous group of rare cornification diseases, IS most
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TGM1 Transcripts
Test Article Figure 7.Efficient vector transduction and robust TGM1 expression
KB105: Krystal Biotech, Inc.’s propriety replication-defective HSV-1 vector | after repeated topical KB105 administration
encoding optimized human TGM1. 2 8008403
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Mouse anti-human TGM1 Zedira A042 4 00e103 Table 2. Toxicity and Biodistribution Study Design
Rabbit anti-mouse Loricrin Abcam Ab85679 5
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*  No KB105-related mortality, clinical observations, body weight or food
consumption changes, macroscopic findings, or effects on organ
weight parameters were noted.

Figure 1. Robust TGM1 expression after topical KB105 administration
to permeabilized and non-permeabilized skin
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*  Minor increase in incidence of edema of the dose site In males
between Days 16 and 30 of the dosing phase and persistence of
erythema at the dose site during the recovery phase in females were
not considered adverse based on severity.
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* High copy levels of KB105 detected at the (and limited to) dose site
of all KB105-treated animals
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« On Day 3, 3.6x10copies/ug tissue DNA

KB105, 8h « On Day 30 1.3x10’copies/ug tissue DNA — demonstrates

successful repeat dosing.

CONCLUSIONS

Topical KB105 efficiently transduces permeabilized skin and expresses
human TGM1 in vivo, In a dose-dependent manner. KB105 application on
tape stripped skin samples results in better TGM1 expression compared to
non-abraded or acetone treated skin.
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Figure 2. Proper localization of human TGM1 after topical KB105
administration in mice. Loricrin is a marker of the stratum granulosum KB105, 24h

Tape-Stripped, Tape-Stripped, Tape-Stripped,

Vehicle KB105 (low) KB105 (high)

KB105, 48h KB105-expressed TGM1 colocalizes with native TGM1 substrates, loricrin,

Indicating delivery to the appropriate epidermal layer.

Histology indicates KB105 is well tolerated, even at high doses.

Biodistribution and toxicity data indicate that KB105 can be safely and

Figure 5. Proper localization of human TGM1 after topical KB105 repeatedly administered to the skin at high doses without systemic vector
administration in mice. GoH3 is a marker of the basal layer of the exposure.
Figure 3. KB105-treated skin appears morphologically normal epidermis

Taken together, these data support KB105 as a novel topical gene therapy

(comparable to vehicle-treated skin) candidate for the treatment of TGM1-deficient ARCI.




