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1. SEICBT3FERKRRE

ASE, KE (202345 H 19 HAGR) KOBIN (HPoggd e, 20254 4 H 23 HKRR) TK
ABEINTWB,

2. NEDORIXEFOME

20254 5 ARE T, BT —4 2 — b (Company Core Data Sheet, CCDS) [EER L T 7
Vo KEORRMSCE (2023 45 HPIh) K OYEU HE@EORASCGE (2025 425 HRI) OMEZE (Fn
R) LA TIORT,

21 XEOKRMNXE
1 TH~85 THOFIFR Z LL T Rd,

AR5t 4
VYJUVEK (beremagene geperpavec-svdt) biological suspension mixed with excipient gel for topical

application

1 ®hEE - DR
VYJUVEK %, VIIT 2 Z—4 2 ol 88 (COL7AI) EinFIZEENED =A% 6 1 AL ED
KA ER K R KRAE (DEB) BEOAIGIER G LT 5,

2 Ri&-HR=E
A~ D JRFT#R G- 2

21 HAE
e VYJUVEK 7 /VOHEREHAEIIERICE SV TWS (3 2.1-1), VYJUVEK Z/vix, # 1 =4

BIRATR G-I 5,

®21-1 FWAORKERSE

GRS I RO & e KA B -1
(7"Z — 7 FERLHAL © PFU) (mL) @
6 1 A LA L 3 kAT 1.6 x10° 0.8
3Lk 3.2 x10° 1.6

a: VYJUVEK W AT & ST VIR E LT o KB R 5=

o 1[EIOREFETETOAIEIZ VYJUVEK L2 5 TERWEARH 5,
TRFETHOANGSEAB L TH S ROF LWAIEOIREEZBRIAT 5 Z & LARNCIAR LAl
MW SG G, ZORUGOIRR A BT 5 2 & [Administration (2.3 1) ZH,
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o HELENZHEAIX., TXAETEL VYJUVEK Fva b L, 0%, 1 RloEs5 TF
B4 25Z &,

22 M

B R

o AR S RERILINICT SIS T & 5 & 91T, /T VYJUVEK AWK & i v
ZIRE L. VYJUVEK 7 V%2425 Z & [Storage and Handling (16.2TH) ZH&],

o [EFREFEEOWDGET (WS XIXHE T, EEEFHED VYJUVEK S V2535 2
Eo

o HEIRLTWAHIE, VYJUVEK 7V OMRESE G 21709, iR LA N Ly > 7%
WZIEEfN 22 & [Accidental Exposure to VYJUVEK (5.11H) 2],

VYJUVEK 7V OFREUC B2 720050 B & LLRISR T,

o VYJUVEK 2R A 70 1A, BINT AL T L AR AT H— b 15 (K
2.1-1)

o 18G DIEHE2A

e ImLOEETY TV 2~4K

e 3mLOFHRIY VIR

o VU UTUXy v 2~4{f

o REFK

o T0%A Y TrENTa—)s3y R

o ANA Y- NEIERAG

s BHEUVUVVHDT L

o UMDY A N AHA

VYJUVEK Z/VOFHENILL FO AT v FI2hEH Z &,

LY Y DY

1. FHRz2ERL. REFREZIEGET D,

2. J1— by B VYJUVEK AW FR0RETR & N7 VO T V2R L, | TP T
$ 20 LA B TR T S (K 2.1-1)
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2.1-1 VYJUVEK EWZBER/ANA TILERMTILINA TILDSA o =h— k>

HEE SN TIVNDNEIEE 720 | ERICHE L TWD Z L2 HRTHRT A Z &, s v
IR N BT RIS 25595 ([} 2.1-2),

0 Min 10 Min 20 Min

2.1-2 HmMTIVEREORBEEE (0~20%7)
TEE : VYJUVEK AW 2 H) SRR AT 7 L Z R U723 B3R Lsn 2 &y

3. VYJUVEK W FHIREIR A T VA& 4~5 [BEENRFT 5, IRINT VDA 7 VTR EIR T
L7gnZ &,

4, HZENRATNDOF Y v TN L, KA T KeE 10%A Y a7 va—noRy RCTHEEL,
WSS,

5. 3mLafs U PIC 18 G 2 MRS T 5,

6. &ty v T EH L. VYIUVEK EM LRI DA T ORRICERE 2 AT 5,

7. VYJUVEK EW 2RI <A 7 v % 45~90 FEICET, 3mLARAR S Y 2T 1mL %545
(1% 2.1-3),

8. VYJUVEK EWFHISRET A 7 V76 1 mL @ VYJUVEK A58 S HiE 25 A - 7= R L
VY (ERBHIEELLLEE) 20l&HK, =TT 4—my I E2 LRI L,
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21-3 BRI UVICKHEYFEMEER 1 mL OREI

9.  VYJUVEK W0 BT S A T IV % 3 F Y — RBEERRICREIET S,
10. JEERREINT I DIRA T AT, VYJUVEK AEWFHIGEIR D N - -8 U o 2 OEs
ZHi AN L. VYJUVEK AW R EIR 2 RN 7 VDAL T Uiz Ans (K 2.1-4),

2.1-4 VYJUVEK AYZHIBERERMTILAA 7ILIZHE L TOSIRE
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11. WINTNRA T BIER R TI, $toimaikmr s B (X2.1-5), 77~
Uy —% ImLBETHERT (¥2.1-6),

2.1-5 fIHWREIETISEFRBOLHEREMN D L IFF-RE
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12.
13.
14.

15.

216 T30 %—%5IERL 1 mLIRETERZIRLIKE

I mL DZEKB AT ) V&gl EthE, ¥ =TT 4 —m v 7 %275,

TR Y D R ONEREEE S A N — RBEEARARICHEIET 5,

70%A Y Fa BTN a—Xy RERIMZ LD T ARRD FIZE, Loy L EET
el

10 ML <#ET 5 (K2.1-7),

217 AmMTILNA TILDFEICKBES

EE + VYJUVEK A0 EIR & 7 v OiRE Y 2 VYJUVEK 7V & MR 5
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Bh5 Y Y OUEE
16. 1 ARKHD I mL#&%5 >V P12 18 G IEHZEEIZES L, EHEOF v v 7 &4,
17. VYJUVEK 71D A5 TZRIMTZ VAL Tz, &G0 o P OEREZHAT S (K 2.1-8),

"]

T

|

L(

[ENERENEREN

X 2.1-8 WESIRIIZ VYJUVEK &)L IRIZESTET 2 AN - iREE

18. /XA T IVAH 45~90 FEIZMEIT. VYJUVEK Z L 0.4 mL 252145 (¥ 2.1-9),

X 2.1-9 VYJUVEK #IL 0.4 mLRSIBFICT 7R v FHR 2 BIRRE
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R VYJUVEK ZUVRSIRHC T Z 0 D% — DI T R7 v RIS TEDLZ ERH 5,

19. FEHEEZ AL TADLHENTIS, FERE O E VYJUVEK 7V Om o B,
VYJUVEK 7V 04 mL N A 78520 V20 43 (1K 2.1-10),

———

I Air pocket

[gm\_‘] NN~ hons

£a)

X 2.1-10 T7HRY7y FHARZBIRET VYJUVEK FILAY DL ) VO FRY 5 LT-KE

S

EE RSN L ORAL T AR LI F FloT52 &,

20 =T ARy FEFRET LDV U TUERIIUN WIS L, B TOTTRT v BEREI
HET, 770V —% ETFEES (K2.1-11),
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B21-11 TT7RT7Y FERETDODTS 0D v—181E

21, E U UV HFy v T EEEL, —HAICEVLTEBL (X 2.1-12),

=

=

=

@jllllll[&i&ﬁ@

X21-12 vy I7H52EBFLEVYUD

22. 2REHD I mL&EES LU PETRMALDONAL T ARRICHE > TV A ERSHOEST 5 (0
O el A VYTJUVEK 7V Ok L 0 Ficdh HIRRECTHEE) (1K 2.1-13),
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23.

24.

25.

I
U

T
1

[ﬁﬁ]‘ﬂunuut%’%\:ﬁﬂ

= e
W

T[T T1]

2113 FAMTILDNATIRRIZR S > TVDIHEHERED) VD ODER

B Ot %2 VYJUVEK 7 VNIZ AL, 31 TV % 45~90 EITHIT, &5 9T
VYJUVEK 7V 04mL 251325 [A7 v 717 KO 18 ([42.1-8 LU 2.1-9) S/,
BHV VOBV A L, =T Ry hOBRE, ¥y v TEETLILICL T, ERER
Ty 719, 20 RO 21 Z25E T4 5 (M2.1-10, X 2.1-11, ¥ 2.1-12),

BIOEE Y UM 2 ARG AIE (%) P2 VYJUVEK 7V 0.4 mL 38 £
2). AT w22, 23 KN 24 B0 KT,

FE A BE Y UZiE, v UL, #20 B3 XIT# O TR S TVW A,

26.

27.

28.

29.

30.

WINTNSA T (S T, B EETe) 25 AP — REEEARICHEET D,
VYJUVEK AW 2B U 7 VM5 LT aTREME D B 5 2 ToO L O ORE A IERT 5,
VYJUVEK Z L ZIENTZHATE. 70%1 Y Fa e L7 v a—b 6%tk XL 0.4%
KIEDEILT =7 DREDRE T A )V AFTUB L, WIS — METREES =2 &,
VYJUVEK W) E0 R SUL 7 VB2 LIZ O S 52 TO LD (AT, v U v
UL VRS, WIS — REE) B SA AN — RNy T TR SR EFRET D,

VYJUVEK 7 VIS AoTed v v &R O BEERER T 7 AT v 7 /3y JIZ A
el

TGN DR GG~ T 5720, #E V)V UNASTEEHER T T AT v 7 Ry
7% 2~8°C (35.6~46.4°F) TIRAF AIRE72 WA “IRALRIC AL D,
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23 ®&E
VYJUVEK 7V OF G2 B 2 L FIORT,

Feh- ) PN VYJUVEK 70,
[Storage and Handling (16218) ] &M+ 52 L,

BhEY Y
HEBEMEDBKRNE R L v 7 h
VAN

EHER) 72 R Ly o o 7k

TRt F48

A FNY— REEER R

Ve OF D A v 2 Al

VYJUVEK # /L D#: 5.
VYJUVEK 7V O#F 51X, UTFTOAT v 7> Z &,
VYJUVEK 7 /v%#) 1 emx1 cm BB IRIC2 D K5 IR~ T2, &5 UN

1.

LI NE ST AL (¥2.1-14),

2.1-14

BEHEREIOL &G A L& 4 212 1077,

F21-2 gEEAEICKELCERSE

VYJUVEK LD EIE~ADEE

A AT 2 &, IR TES RWEEIE,

AlGmEMAE (cm?) @ Mz (PFU) BHRE (mL)
20 Al 4x108 0.2
20 L I 40 Ry 8x108 0.4
40 LI E 60 LAF 1.2x10° 0.6
a: BIMSTHAEDS 60 cm? 2 % DAL, 2 2.1-1 ORKBER SR EIZET 5 E T, K212 ICHESWTREGHES
AETLZ L,
2. BRI~V I TCIHEEEROBAKERL Yy VU IHMEAIG LD CROREDICT Y ML,

VYJUVEK # /L OiEiEO Flzid 5 (X 2.1-15),
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f,/\

&

X 21-15 WESN-RUSICIEEBEEDOBKE L Y OV TH EHE K&

3. N ITEENMEHLTOHDEERR N Ly U IMEBUKIE R Ly v TR LD 0K E
WIZHy L, BKMERL Y 7Moo Eicge s (K2.1-16),

.—-—'—'_'_-—-_'_‘—'—-—-_________‘_‘_-_
_‘_‘_H_"""‘---..._‘_‘_

®21-16 BKMERLY DU ITHMICRENG LY DO IMERE IRE

4. VYJUVEK 7 V356 LTZATREMED & 2 b O TOKE ZiE w3 5. VYJUVEK 7 /LR ZIiE
NFEEAIE. 70%1 Y e AT 2—/b 6%amEE L KE L 04% RGO HEIET > T =
U LSO T A NVAKITUEL L, WIS — METHE IS Z &,

5. VYJUVEK AW REIR UL T VB E LICATREE O H 2 2To b D () ¥, BRI
U M) B AN Ry I BRI T 5.

6. REHOFRELD VYIUVEK VIR AT G2 U o DiF, S AP — RNy 7 TP
RER\ZBEFET D [Storage and Handling (16.21H) ZMR],

7. VYJUVEK 754, K124 FL oy o P2 gL an 2 &,

3 R -E=E

VYJUVEK I, R A~EAOEYFHIREK CH Y . RG220, inr v ERE
%, VYJUVEK DAY FHIREIRIL. fEx v v ZOHEBLEH A 7z, K 5X10° PFU/mL
DO 1LOmLIHIF E L THRE SN TWA, RINZ LWL, ARG THY . Hhaxy v 70H
B/ NA 72 15 mL BE STV D,

FG5-ANC, VYJUVEK AW (1.0 mL) LR VEZIRG T D,

S
\I#
U

4
S
¢

ﬁ
<
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5 EERUFERLDER
5.1 VYJUVEK OEFHMEE
VYJUVEK (%, BB 2 Sh7-, B2 A L2 | Bl By LT 5, EREm
DOFEHLA BT OB IR TH D, VYJUVEK 1%, BEOHIN THEEL SN, BE oM
FAWN OARKOBIEWEINAAAE N2, LFICEETHZ &,
o JBIRTL 24 R, W LIZAIES RL v v SHMICEBEN W & (i, &<,
o RUw ¥ I MOHe, BEEYEWET LB, RETREEETDLIZ L,
o BEAYICIREE L7235 E (IROMIEA~ORIAE) 13, 1EFRAKT 155 ERET 52 &,

6 ElEA
TRRIEM GEELR 5%M) 1. € IFE, BIE R, BB, UL D& TH -7,

6.1 FERIKEAER COOfEARZER

ERRERBR I 2 R FCHEM SN D720, & 5 EHK G OEFKRARR TR b/ BIFEF 5 H =R
%, IO EZE G OREKAER TRO DN HBR L EZLE T 2 L3 Ted, ZERIGRDOLND
FEHRZ R LTV WATREME DN B 5,

ARG T DL RMET —Z1E, RICHBRENEERLT 7 2R lEBRIZ 1T 2 VYJUVEK
TN~OEEZRM L TWD, FEEFURLZAEIE (DEB) O#ERE 31 4] (%P DEB O#k
# 30 5, #EVE DEB O#ERE 1 61) (2xf L., VYJUVEK 7 V&2 AHEIZ RS Lz, #BRE DOFE
Bl 1D B 4458 CEFNG 175%) ThoTo, #BRE 318055 1961 (61%) 23V/NE (17 5%
i) THY . 1161 (36%) Mt Tho7z,

FHEERE X, 1B &b 1 DL EOARBIZ VYJUVEK 7V JRTie G- L, #BRE b
KL LT, FAREORAIIC Y 7 R % Rk b Lz, VYJUVEK 7L O# 5 o v fii L 25
BHETholz, YiZRB TR LN ERENWEM (BHE 5%H) 2K 2.1-3 1277, EEHICX
HH IR o Tz,

% 2.1-3 VYJUVEK FILBEREZEDEIER (RIEE5%E) (n=31)

mEH B n (%)

Z ¥ 3 (10%)
I 3 (10%)
FE 2 (6%)
%5 2 (6%)
Ik 2 (6%)
2t 2 (6%)

SHICHEEMARBRTERL 6 WAL 7 7 HOHYE DEB O#ERE 2 fllcxi L. =i 1 A
VYJUVEK # % J@prigs Li-Bozaett7a 7 7 A4 ik, Bl U= giE NEEAL T T B R
SRR CROONT-LZRMET a7 7 A LV EFRETH -T2,
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7 EYHEEER
SRR HAEFRRBRITE M L TR,

8 HALGEEREA~DES
8.1 W%

U 27 K

IR IZ 31 5D VYJUVEK 7 VO RICEET 567 — 213G o TniRnad, EWEEY 27 %
AT EIFTERY, BRERCATE RN B 2 BB I L TRy,

Wit & 72 DRI 2 FEREREE M OERREOHEET =) A7 ITAATH L, KED
—RREEMTIE, ERRAICRD SIS 2 FEREREE KO ARKEOHEY =) A7
X, ZNEN 2%~4%M N 15%~20%Th 5,

BRI % 22
VYJUVEK 7 VPGB MR L7e6 . RIELROSTAERICH T 2-ERN Y A7 2 BEIC
MY LVEND D, HIRT D A[REMED B D eMEl2id, VYJUVEK 7V DI HIZIER L2V &

NS, BURHIIRRHE T EOME ZE+ 25 Z &,

8.2 i=3lim

Y A7 B

bt hELIHH O VYJUVEK OFE, REFLGEIEA~OFE A EA~ORBICET 2 H IS5
ALTUWRYN, VYJUVEK OWAAIZ BT 2 el 55 L Tueuy,

RILE IR OFZER MO 7 ¢ v MME, VYJUVEK OREBLOBEERISLENM, VYTUVEK (2
LB AFTBRFOFHEA~DH & D LB LA EFEM, U H 2 ORENOZE S
HRXETHD,

8.3 HXEREZAITHALMHERUVEM
VYJUVEK DOAEFERE~D 52 2 51413 5 72 3D D FEG R 3R BR K O R BR 1L 556 L CTuhZeuy,

84 MNERFEADKRE

VYJUVEK 7V DZREVER O L, NEEFEZNZ IR S, WNNLBEFIZBIT S
VYJUVEK 7V Dz VR O RPEOFT I, BNBEIZBT 522K A RO AT R, & Rk
To o7z [Clinical Studies (14TH) ZP],

8.5 BEE~DEKRE
VYJUVEK 7 /v DEEHRRERIZ 1L, 65l LoOmEmEARE LG T Tugu,
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22 EUXBORMNXE

1 TH~4.9 DO FIER % LL F IR,

1 BRE4

Vyjuvek 5x10° plaque forming units/mL suspension and gel for gel

2 #ARK - B
2.1 #ERE
Beremagene geperpavec (%, & M A RA T BT A /L2 (h[CMV) 7'rE—Z—0OHlf#I F Tt K
VIl =5 —7472 (COLT) ZFHT D L) ICBEFRESNIZ, B~ <2y A LA 1A
(HSV-1) % Epksr &3 2 IR DO BAR FIGRII~ Y 4 —Th %,
Beremagene geperpavec (%, E{nT#HHL X HAIZ K > T Vero Ml CAFE IS,

22 #HRL - B
PNA T I, K 5%10° 77 — 7 JEAENAL (PFU) @ beremagene geperpavec SRR 23 & £ 41T

BY., BREAIEEREIZ ImL Th 5,

SRR 1 mL 2N v EIRET 5 &, Vyjuvek 1E 2.5 mL D Z LI 5x10°PFU & £ 5, £REX
AJREIR BT 2.0 mL (4x10°PFU) TH D,

WINFIDORY A MZHOWTIE, 6.1 HEZZRTHZ L,

3 fEIK

BRI & TN L

SRR, BRSIRIED DRI 5 & M DRI 2 5,
VRIS L, BRRIRRED & RS 5 & B 7 L & 72 5,

4 BRERYHME
41 Hde - DR

Vyjuvek I, HAERNS VI 2 Z— 7 2 al 85 (COL7A1) &6 FICE B2 1T D 5k ERER
BKHESE (DEB) BE ORMEGIEHR A G & T 5,

42 RE-RA=E
Vyjuvek (3, SRFEFEE R BOKRE DGR ICHRE B R EREFE L > T T <& Th %,

ik - &

1L Vyjuvek D 250 1 emx1 ecm O TIRIZ72 D K D IR JERIRA~BATT 5, S IREM
RRIC 2 TCOAEEIRIE T R2WEERH D,

3ATO/NRICHELRE S NS 1l BHT72 0 O KHER O KEEIZ 1T mL (2x10°PFU) TH 5,
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3Ll Eo/NR . FH
(4x10° PFU) THh 5,

E A PN

THEREE N D 1 BT O R &K O Rk &1L 2 mL

Vyjuvek (%, BUEDPHST 2 ETRETHZ &,
BUERPHSH L7- D YA ~OR 24T L, ROF LWVAIGEOIREEZHGT 52 &,

PASHAIE N RV 5813, YANEOIRIFE 2B T2 &,
F222-11%, /NR, FELVEKLORANCBT 2AEHEE IS CREHBZEEZ R LTV,

*22-1 AEEBICIELCE-AERVERE

AlGmfE (cm?) & (PFU) @ e (mL)
20 At Ax108 A 0.2 ARl
20 UL I 40 A 4x108 LI - 8x108 A< 0.2 LA I 0.4 s
40 L1 - 60 A 8x108 L4 I+ 1.2x10° A 0.4 Lk I~ 0.6 Aiits
60 LA |- 200 At 1.2x10° P4 |- 4x10° A 0.6 UL - 2 A

PFU="" — 7 JE R HAAL

a: 3 ik AT O /N D B R A B QMR & lE 1 mL (2x10° PFU)

Fh 2 ENTEA TR IR W w2170, LR,

R DO

65 L EO BB 5 HEHEIIAETH D,

H5 51k

R LG FT OV F IR

Z OMAERBRERGITEG B AN ZTER TN D (44 HER),

B 1 EO®S CTHETAZ &,

AR, G MUEETE

DB T G 72 TRAHEE 23 U2 S 5720, Vyjuvek 24809 BT, BAHRER (1
FoE, ~ Ry T—T)0N) BEERATHI L,
IR O MET, Vyjuvek ORI G 21T &, o, IRELAIBES RL Yy v
TR ~OH AT D Z L (6.6 THSH),

REGHL

BIE R E~DOFHIZIR D,

BeHANC, B & RN V2 R L, 3R CRRBIR & IR V2 IRG T 5 2 L. Vyjuvek @
THELT VR, R ORIEIAR, #5515, BIEHRTE~OX N, Bk L OBEIEIC OV T O
Erit, 63HEKN66HESRTHI &,

EREFE DOV LE5T (RITE) UIHET, EREFEED Vyjuvek 2% E5T252&, B

BENEE) T 5 & ERIEFE DVHW L2 S a3,

Vyjuvek Z##% 5. CT& 5,

N —= o P EBZ T BEINEE D
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RIERGRNZ, VA NVAEDEZEGEER0WEFZAWCCTAEZLI LLERIT DL L,
Vyjuvek OIEMEZIK T SERWT2OIZ, ARTOIEFCHEZREL, AIELIFHRICLTHhrLES
T5HZLE 45HESMHR),

®22-2 B5FIE
Step 1. Vyjuvek D A>7-2 U i3, R4 5H0C. 90 Py—%2 EF+T52LckoT, 94
SV TTBRENRDB (L) 2 P DRIC Vyjuvek D/h E 2R 2 HRIEIZTS B).
Step2. Vyjuvek O HE i & AR L= A IS K Lo A9 1 o
emxl em (O OMBTEATS (V) 2 IR0
FNDEREBE T VORI EICHERT 5 L9
9%,

Step3. Vyjuvek ZAISHZEAG Lictk, BUKMERL v 7
MawHEs (FLy vy ZHEAG LD OR0RE DI —_—
By NTHMERD D, BEOFHIE L CTHELT (::;
HEW),

Vyjuvek OIEFEMNEKIE R Ly o 7 CEbhd &, fl
EBIZ Vyjuvek DX =72 W ER TR S LD,

Step4. HEHEM) /2 KL v U T EBUKYE R L v > 7 T
FOREDITH Y 8T D, BERL Y U THIT, v R
ISR DA D ERALRLAERREALIZ LN D D &L < T2, Bk
PRV o IO BICHE D,

FRAER 72 Ly & TR Vyjuvek #0542, K9 24 REEIZ O E EOIRBEIZ L TEHBL, TO R
Ly YU IMERE LIS BEIIEER IR EHT 5 2 LN TE 2,

Vyjuvek 1%, BIEPASHT 5 F CHEEEKR S Lkt 5, DARNCIRE LIZANG A BEW 2581, 7
FE Vyjuvek Z 3575, AUEDR72WGETT Vyjuvek 285 L7222 &,

B
e

43 i
A OFBEFEMEY E ST 6.1 TS — R FoR LICIRIANS 3§ i BUE 2 A9 5%

44 EZ2LERUERALDOEFE

FL—H%EVU T ¢

EMFHRIAIO L —H ) T o 2R BTS20, K LERGEORGEL KONy FH S
PR IZReER T 5 2 &,
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R
Vyjuvek 1%, B (SCC) DORWns#eE iTEEb 815G L Tl b 7wy, SCC
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
VYJUVEK safely and effectively. See full prescribing information for
VYJUVEK.

VYJUVEK™ (beremagene geperpavec-svdt) biological suspension mixed
with excipient gel for topical application
Initial U.S. Approval: 2023

INDICATIONS AND USAGE

VYJUVEK is a herpes-simplex virus type 1 (HSV-1) vector-based gene
therapy indicated for the treatment of wounds in patients 6 months of age and
older with dystrophic epidermolysis bullosa with mutation(s) in the collagen
type VIl alpha 1 chain (COL7A1) gene. (1)

DOSAGE AND ADMINISTRATION——

For topical application only.

Age Range Maximum Weekly Dose Maximum Weekly
(plague forming units; Volume (milliliter;
mL)*
6 months to <3 1.6x10° 0.8
years old
>3 years old 3.2x10° 1.6

*Maximum weekly volume is the volume after mixing VYJUVEK biological
suspension with excipient gel.

Apply VYJUVEK gel to the selected wound(s) in droplets spaced evenly
within the wound, approximately 1cm-by-1cm apart. (2.3)

The table below provides a reference on dose per approximate size of the
wound.

Wound Area (cm?)* Dose (PFU) Volume (mL)
<20 4x108 0.2
20 to <40 8x10® 0.4
40 to 60 1.2x10° 0.6

*For wound area over 60 cm?, recommend calculating the total dose based on
this table until the maximum weekly dose is reached.

Apply VYJUVEK gel on wounds once a week. (2.1)
. See full prescribing information for instructions on preparation and
handling, (2.2) and administration. (2.3).

DOSAGE FORMS AND STRENGTHS

VYJUVEK is a biological suspension, mixed into excipient gel, for topical
application. VYJUVEK biological suspension is supplied as a 1.0 mL
extractable volume in a single dose vial at a nominal concentration of 5x10°
PFU/mL. The excipient gel is supplied as a 1.5 mL fill volume in a separate
single use vial. VYJUVEK biological suspension (1 mL) is mixed into the
excipient gel vial prior to administration as VYJUVEK gel. (3)

CONTRAINDICATIONS
None. (4)

WARNINGS AND PRECAUTIONS——

e  Accidental Exposure to VYJUVEK: Avoid direct contact with treated
wounds and dressings of treated wounds for approximately 24 hours
following application. Clean the affected area if accidental exposure
occurs. (5.1)

ADVERSE REACTIONS
The most common adverse drug reactions (incidence >5%) were itching,
chills, redness, rash, cough, and runny nose. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Krystal
Biotech, Inc. at 1-844-557-9782 or FDA at 1-800-FDA-1088 or
http://www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION
Revised: [05/2023]
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

VYJUVEK is indicated for the treatment of wounds in patients 6 months of age and older with dystrophic
epidermolysis bullosa (DEB) with mutation(s) in the collagen type VII alpha 1 chain (COL7AL) gene.

2 DOSAGE AND ADMINISTRATION
For topical application on wounds only.

2.1 Dose

e The recommended dose of VYJUVEK gel is based on age (Table 1). VYJUVEK gel is applied topically to
wound(s) once a week.

Table 1 Maximum Weekly Dose by Age
Age Range Maximum Weekly Dose (plaque Maximum Weekly Volume (milliliter; mL)*
forming units; PFU)
6 months to <3 years old 1.6 x10° 0.8
>3 years old 3.2 x10° 1.6

*Maximum weekly volume after mixing VYJUVEK biological suspension with excipient gel.

e It may not be possible to apply VYJUVEK gel to all the wounds at each treatment visit.

e Apply VYJUVEK gel to wounds until they are closed before selecting new wound(s) to treat. Prioritize
weekly treatment to previously treated wounds if they re-open. [see Administration (2.3)]

e [fadose is missed, apply VYJUVEK gel as soon as possible and resume weekly dosing thereafter.

2.2  Preparation

Important Preparation Instructions

e Prepare VYJUVEK gel at the pharmacy by mixing the VYJUVEK biological suspension into the excipient
gel for immediate use within 8 hours of application. [see Storage and Handling (16.2)]

e Only a healthcare professional (HCP) should apply VYJUVEK gel either at a healthcare professional setting
(e.g., clinic) or the home setting.

e Individuals who are pregnant should not prepare or apply VYJUVEK gel and should avoid direct contact
with the treated wounds or dressings from treated wounds [see Accidental Exposure to VYJUVEK (5.1)].

Below is the list of supplies needed for VYJUVEK gel preparation:
e One (1) carton containing one (1) VYJUVEK biological suspension vial and one (1) excipient gel vial
(Figure 1)

Two (2) 18-gauge needles

Two (2) to four (4) ImL administration syringes

One (1) 3mL preparation syringe

Two (2) to four (4) syringe caps

Protective gloves

70% isopropy! alcohol pads

Biohazard container

Labels for administration syringes

Virucidal agent for clean-up



Follow the steps below for VYJUVEK gel preparation.

PREPARE THE PREPARATION SYRINGE

1. Wash hands and put on protective gloves.

2. Remove both vials from the carton and thaw the VYJUVEK biological suspension vial and the excipient gel
vial at room temperature for AT LEAST 20 minutes (Figure 1).
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Figure 1 Carton containing the VYJUVEK biological suspension vial and excipient gel vial

Note: Visually inspect the vials to ensure both are in liquid form and completely thawed. Excipient gel is
more viscous and will take longer to thaw (Figure 2).

0 Min 10 Min 20 Min

Figure 2 Timelapse of excipient gel thaw from 0 minutes to 20 minutes

Note: Once either the VYJUVEK biological suspension or the excipient gel is thawed, do not refreeze.

w

Invert the VYJUVEK biological suspension vial 4-5 times. Do not invert the excipient gel vial.

4. Remove the caps from the vials and clean each vial stopper with a 70% isopropyl alcohol pad. Allow them

to dry.

Aseptically connect an 18-gauge needle to the 3 mL preparation syringe.

Remove the needle cap and puncture the VYJUVEK biological suspension vial stopper.

7. Hold the vial at 45 to 90 degrees and withdraw 1 mL of VYJUVEK biological suspension into the preparation
syringe (Figure 3).

8. Remove the preparation syringe (still connected to the needle) containing 1 mL of VYJUVEK biological

suspension from the vial. Do NOT engage the safety lock.

o o



Figure 3 The removal of 1 mL of biological suspension using the preparation syringe

9. Discard the VYJUVEK biological suspension vial in the biohazard waste.
10. Puncture the clean excipient gel stopper and transfer the VYJUVEK biological suspension into the excipient
gel vial (Figure 4).

Figure 4 Transferring VYJUVEK biological suspension to excipient gel vial

11. WITHOUT REMOVING THE NEEDLE from the excipient gel vial, lift the bevel of the needle above the
liquid (Figure 5)and pull the plunger back to the 1 mL mark (Figure 6).



Figure 6 Pulling the plunger back to the 1 mL mark to remove air

12. Remove the preparation syringe with the 1 mL of air and engage the safety lock.
13. Discard the preparation syringe and needle into the biohazard waste.
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14. Place a 70% isopropyl alcohol pad on top of the excipient gel stopper and hold it tightly in place.
15. Shake VIGORIOUSLY for 10 SECONDS (Figure 7).

Figure 7 I\/i;inually mixing the excipient gel vial

Note: The mixture of VYJUVEK biological suspension and excipient gel is referred to as VYJUVEK gel.

PREPARE THE ADMINISTRATION SYRINGES

16. Aseptically connect an 18-gauge needle to the first 1 mL administration syringe and remove the needle cap.

17. Insert the 18-gauge needle into the excipient vial containing VYJUVEK gel (Figure 8).
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Figure 8 Needle within VYJUVEK gel prior to withdraw

18. Tilt the vial 45 to 90 degrees and withdraw 0.4 mL of VYJUVEK gel (Figure 9).



Figure 9 Administration syringe withdrawing 0.4 mL of VYJUVEK gel with air pocket visible
Note: An air pocket may form near the plunger when extracting VYJUVEK gel.

19. DO NOT REMOVE THE NEEDLE FROM THE VIAL, lift the bevel of the needle above the VYJUVEK
gel and disconnect the administration syringe containing 0.4 mL of mixed VYJUVEK (Figure 10).
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Figure 10 Disconnecting the administration syringe containing VYJUVEK gel with air pocket visible

Note: Leave the needle in the excipient gel vial stopper.

20. DO NOT flick the syringe to remove the air pocket. Manipulate the plunger up and down, until all air
pockets have been removed (Figure 11)



Figure 11 Manipulation of administration syringe plunger to remove air pockets

i

21. Cap the administration syringe and set aside (Figure 12).
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Figure 12 Capped syringe

22. Connect a new 1 mL administration syringe to the needle that remains in the excipient gel vial stopper (with
the bevel of the needle ABOVE the VYJUVEK gel) (Figure 13).
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Figure 13 Connecting an administration syringe to the needle within the excipient gel vial stopper

23. Place the bevel of the needle in the VYJUVEK gel, tilt the vial 45 to 90 degrees and withdraw 0.4 mL of
VYJUVEK gel into the administration syringe [see steps 17 and 18: Figure 8 and Figure 9)].

24. Complete steps 19, 20, and 21 above to disconnect the administration syringe and remove the air pockets,
prior to capping the administration syringe (Figure 10, Figure 11, and Figure 12).

25. Repeat steps 22, 23, and 24 if two (2) additional administration syringes are required (each containing 0.4
mL of VYJUVEK gel).

Note: Administration syringes are labeled as syringe #1, #2, #3, and #4.

26. Discard the excipient gel vial (with the needle within the vial stopper) into the biohazard container.

27. Clean all surfaces that may have come in contact with VYJUVEK biological suspension or gel and treat all
spills with a virucidal agent such as 70% isopropyl alcohol, 6% hydrogen peroxide or <0.4% ammonium
chloride. Blot using absorbent materials.

28. Dispose all materials (e.g., vial, syringe, needle, cleaning materials) that may have come in contact with
VYJUVEK biological suspension or gel into a biohazard bag or container.

29. Place the capped administration syringes containing the VYJUVEK gel in a sealable plastic bag.

30. Place the sealable plastic bag with administration syringes into an appropriate insulated secondary container
at 2° to 8°C (35.6° to 46.4°F) for transport from the preparation site to the administration site.

2.3 Administration

Below is the list of supplies needed for VYJUVEK gel administration:
e The administration syringes

Non-adherent hydrophobic dressing

Scissors

Standard dressing

Protective gloves



e Biohazard container
e Virucidal agent for clean-up

Use the VYJUVEK gel in the administration syringes immediately after preparation. If immediate use is not
possible, please refer to section [see Storage and Handling (16.2)].

VYJUVEK GEL ADMINISTRATION
Follow the steps below for VYJUVEK gel administration.

1. Apply VYJUVEK gel to the selected wound(s) in droplets spaced evenly within the wound, approximately
1cm-by-1cm apart. The resulting droplet pattern should loosely resemble a grid. Avoid touching the
administration syringe to the skin (Figure 14).

Figure 14 Application of VYJUVEK gel to the wound

Table 2 below provides a reference on dose per approximate size of the wound.

Table 2 Dose by Wound Size
Wound Area (cm?) Dose (PFU) Volume (mL)
<20 4x108 0.2
20to <40 8x108 0.4
40 to 60 1.2x10° 0.6

* For wound area over 60 cm?, recommend calculating the total dose based on Table 2 until the maximum weekly dose in Table 1 is reached.

2. Use the clean scissors to cut the non-adherent hydrophobic dressing to a size slightly larger than the wound
and place the dressing atop the VYJUVEK gel droplets (Figure 15).

r,/\

N

Figure 15 Placing the non-adherent hydrophobic dressing over the treated wound
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3. Use the scissors to cut the standard dressing used by the patient to a size slightly larger than the hydrophobic
dressing and place the standard dressing atop the hydrophobic dressing (Figure 16).
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Figure 16 Placing the standard dressing over the hydrophobic dressing

4. Clean all surfaces that may have come in contact with VYJUVEK gel and treat all spills with a virucidal
agent such as 70% isopropyl alcohol, 6% hydrogen peroxide or <0.4% ammonium chloride. Blot using
absorbent materials.

5. Dispose all materials (e.g., syringe, cleaning materials) that may have come in contact with VYJUVEK
biological suspension or gel into a biohazard bag or container.

6. Discard unused administration syringes containing the VYJUVEK gel after preparation into a biohazard bag
or container [see Storage and Handling (16.2)].

7. Do not change wound dressing within approximately 24 hours after VYJUVEK gel application.

3 DOSAGE FORMS AND STRENGTHS

VYJUVEK is an opalescent yellow to colorless biological suspension, mixed into excipient gel, for topical
application. VYJUVEK biological suspension is supplied as a 1.0 mL extractable volume in a single-use vial
with a green cap, at a nominal concentration of 5x10° PFU/mL. The excipient gel is a clear viscous solution
supplied as a 1.5 mL fill volume in a separate single-use vial with a blue cap.

VYJUVEK biological suspension (1.0 mL) is mixed into the excipient gel vial prior to administration.

4 CONTRAINDICATIONS
None.

3) WARNINGS AND PRECAUTIONS

5.1  Accidental Exposure to VYJUVEK

VYJUVEK is a genetically modified, herpes-simplex virus type 1 vector-based, replication-deficient, non-
integrating gene therapy. VYJUVEK will not replicate in the subject’s cells and does not integrate into the
subject cells’ native genetic material. For precautions,

e Avoid direct contact with treated wounds (e.g., touching or scratching) and dressings of treated wounds
for approximately 24 hours following treatment.

e Wear protective gloves when assisting subjects with changing wound dressings and handling the
disposal.

e Inthe event of an accidental exposure (e.g., through a splash to the eyes or mucous membranes), flush
with clean water for at least 15 minutes.

6 ADVERSE REACTIONS

The most common adverse reactions (>5%) were itching, chills, redness, rash, cough, and runny nose.
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6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice.

The safety data described in this section primarily reflect exposure to VYJUVEK gel in a randomized, intra-
subject placebo-controlled study. A total of 31 subjects with dystrophic epidermolysis bullosa (DEB), including
30 subjects with autosomal recessive DEB and one subject with autosomal dominant DEB received topical
administration of VYJUVEK gel to their wounds. The age of the subjects ranged from 1 year to 44 years (mean
age 17 years). Of the 31 subjects, 19 (61%) were pediatric subjects (less than 17 years of age), and 11 (36%)
were females. Each subject received weekly topical application of VYJUVEK gel at one or more wound sites
and placebo at a matching wound site as an intra-subject comparator. The median duration of exposure to
VYJUVEK gel was 25 weeks. The most frequent adverse reactions (incidence >5%) observed in the study are
summarized in Table 3. There were no discontinuations due to adverse reactions.

Table 3 Adverse Reactions (incidence >5%) Following Treatment with VYJUVEK gel (n =31)
Adverse Reactions Subjects n (%)

Itching 3(10)

Chills 3 (10)

Redness 2 (6)

Rash 2(6)

Cough 2 (6)

Runny Nose 2 (6)

In addition, the safety profile of VYJUVEK in two subjects with autosomal recessive DEB (RDEB) of six and
seven months of age, respectively, who received topical VYJUVEK gel weekly in an open-label study was
similar to the safety profile of VYJUVEK observed in the randomized, intra-subject placebo-controlled study
described above.

7 DRUG INTERACTIONS
No drug interaction studies have been performed.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no data with VYJUVEK gel use in pregnant women to inform a drug-associated risk. Animal
developmental and reproductive toxicity studies have not been conducted with VYJUVEK.

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown.
In the U.S. general population, the estimated background risks of major birth defects and miscarriage in
clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations

If the patient becomes pregnant while being administered VYJUVEK gel, the patient should be apprised of the
potential hazards to the fetus and neonate. Women of childbearing potential should be advised to use an
effective method of contraception to prevent pregnancy during treatment with VYJUVEK gel.
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8.2 Lactation

Risk Summary

There is no information available on the presence of VYJUVEK in human milk, the effects on the breastfed
infant, or the effects on milk production. Animal lactation studies have not been conducted with VYJUVEK.

The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical
need for VYJUVEK and any potential adverse effects on the breastfed child from VYJUVEK or from the
underlying maternal condition.

8.3  Females and Males of Reproductive Potential

No nonclinical or clinical studies were performed to evaluate the effect of VYJUVEK on fertility.

8.4 Pediatric Use

The safety and effectiveness of VYJUVEK gel was studied in pediatric patients. The safety and efficacy
findings of VYJUVEK gel in pediatric patients were similar to safety and efficacy findings in adult patients.
[see Clinical Studies (14)].

8.5  Geriatric Use
Clinical studies of VYJUVEK gel did not include geriatric patients aged 65 years and over.

11  DESCRIPTION

VYJUVEK (beremagene geperpavec-svdt) is a suspension of a HSV-1 vector-based gene therapy, mixed with
the supplied sterile excipient gel for topical application on wounds. VYJUVEK is a live, replication defective
HSV-1-based vector that has been genetically modified to express the human type V1I collagen (COL7) protein.
The parental virus for VYJUVEK was a primary isolate, which was subsequently altered using recombinant
methods to result in gene deletions and insertions.

VYJUVEK is an opalescent yellow to colorless biological suspension following thaw from its frozen state. Each
1 mL VYJUVEK vial contains 5x10° PFU/mL of VYJUVEK in a solution of 100.0 mL/L Glycerol, 8.0 mg/mL
Sodium Chloride, 2.16 mg/mL Sodium Phosphate Dibasic, 0.2 mg/mL Potassium Chloride, 0.2 mg/mL
Potassium Phosphate Monobasic.

The excipient gel is a clear viscous solution, following thaw from its frozen state. Each 1.5mL Excipient Gel
vial contains 44 mg/mL Hydroxypropyl Methylcellulose in a solution of 0.91 mg/mL Tromethamine, 9.0
mg/mL Sodium Chloride, 0.726 mg/mL Sodium Phosphate Dibasic, 0.21 mg/mL Potassium Phosphate
Monobasic.

VYJUVEK biological suspension is mixed into excipient gel prior to administration. After mixing, VYJUVEK
gel consists of 5.0x10° PFU in a volume of 2.5 mL.

Neither VYJUVEK biological suspension nor the excipient gel contains preservatives.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Dystrophic epidermolysis bullosa (DEB) is caused by mutation(s) in the COL7A1 gene, which results in
reduced or absent levels of biologically active COL7.

Upon topical application to the wounds, VYJUVEK can transduce both keratinocytes and fibroblasts. Following
entry of VYJUVEK into the cells, the vector genome is deposited in the nucleus. Once in the nucleus,
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transcription of the encoded human COL7AL1 is initiated. The resulting transcripts allow for production and
secretion of COL7 by the cell in its mature form. These COL7 molecules arrange themselves into long, thin
bundles that form anchoring fibrils. The anchoring fibrils hold the epidermis and dermis together and are
essential for maintaining the integrity of the skin. Patients with autosomal dominant DEB (DDEB) have lower
than normal functional anchoring fibrils, and patients with RDEB have no functional anchoring fibrils.

12.2  Pharmacodynamics

The pharmacodynamic activity (expression and localization of COL7 transgene) of VYJUVEK gel was
demonstrated in an initial clinical study (n=6 subjects). Linear deposition of the non-collagenous domain 1
(NC1) and domain 2 (NC2) of COL7 were observed at the dermal-epidermal junction in skin biopsies harvested
after VYJUVEK treatment.

12.3 Pharmacokinetics

In an initial clinical study, viral vector DNA was detected in skin swab samples in all nine treated subjects, with
maximum level ranging from 5.1x10* to 4.1x108 vector genomes. In 6 out of 9 subjects (67%), negative
shedding was confirmed with three measurements below limit of detection within 8 weeks of treatment with
VYJUVEK. No viral vector DNA was detected in blood or urine.

In the 31-subject randomized, double-blind, intra-subject placebo-controlled trial, systemic and potential
environmental exposure assessments were conducted at weekly clinical site visits via quantification of
VYJUVEK genomes in blood, urine, skin swabs, and bandage samples (vector shedding) using a validated
gPCR assay, and detection of infectious viral particles in skin swabs (infectivity) using a validated plaque titer
assay.

All blood samples and all but one urine sample collected throughout the study were below the limit of detection.
Skin swabs from 19 of the 31 subjects (61%) were positive for viral vector following treatment with
VYJUVEK. Negative shedding from skin swabs was achieved in 16 of the 19 subjects (84%) within six weeks
following treatment with VYJUVEK. Most wound dressings (94%, 29/31) contained a range of detectable
vector genomes. However, no extracellular infectious particles were detected on the skin surface of any subject
at any timepoint tested, after topical VYJUVEK application.

12.6  Immunogenicity

There was minimum potential for systemic exposure to VYJUVEK. Antibodies against the viral vector (HSV-1)
and transgene protein (COL7) were evaluated in a subset of subjects in the randomized, intra-subject
placebo--controlled clinical study. A total of 64% of evaluated subjects (14/22) were anti-HSV-1 antibody
positive at baseline. Six of the 8 anti-HSV-1 seronegative subjects seroconverted by Week 26 following
treatment with VYJUVEK. For subjects with available matched baseline and end-of-study serum samples,
anti-drug antibodies (ADAs) to COL7 were detected in 72% (13/18) of subjects treated with VYJUVEK for up
to 26 weeks. Data are limited to perform correlative assessment on the impact of ADA on pharmacodynamic
activity.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No animal studies have been conducted to evaluate the effects of VYJUVEK on carcinogenesis, mutagenesis, or
impairment of fertility.
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14 CLINICAL STUDIES

The efficacy of VYJUVEK gel in subjects one year of age and older with dystrophic epidermolysis bullosa
(DEB) with mutation(s) in the COL7A1 gene was evaluated in one randomized, double-blind, intra-subject
placebo-controlled trial. All study subjects had clinical manifestations consistent with DEB and genetically
confirmed mutation(s) in the COL7A1 gene. Two comparable wounds in each subject were selected and
randomized to receive either topical application of VYJUVEK gel or the placebo (excipient gel) weekly for 26
weeks.

The study enrolled 31 subjects (20 males and 11 females), including 30 subjects with autosomal recessive DEB
and one subject with autosomal dominant DEB. The size of the VYJUVEK gel-treated wounds ranged from 2 to
57 cm?, with 74% of wounds < 20 cm?and 19% from 20 to < 40 cm?. The size of the placebo gel-treated
wounds ranged from 2 to 52 cm?, with 71% of wounds < 20 cm? and 26% from 20 to < 40 cm?. The mean age
of the subjects was 17 years (1 year to 44 years), including 61% pediatric subjects (n=19, age from 1 year to
<17 years). Sixty-four percent of subjects were White; 19% were Asian, and the remainder were American
Indian or Alaska Native.

Efficacy was established on the basis of improved wound healing defined as the difference in the proportion of
complete (100%) wound closure at 24 Weeks confirmed at two consecutive study visits 2 weeks apart, assessed
at Weeks 22 and 24 or at Weeks 24 and 26, between the VYJUVEK gel-treated and the placebo gel-treated
wounds. Efficacy was supported by the difference in the proportion of complete wound closure assessed at
Weeks 8 and 10 or at Weeks 10 and 12 between the VYJUVEK gel-treated and the placebo gel-treated wounds.
Complete (100%) wound closure was defined as durable wound closure evaluated at two consecutive visits two
weeks apart. The efficacy results are summarized in Table 4.

Table 4 Summary of the efficacy results for VYJUVEK gel (ITT Population)
Wound Closure Assessment Complete Wound Closure, | Complete Wound Closure, Treatment p value
Timepoints n (%) n (%) Difference
VYJUVEK gel Placebo gel (95% CI)
(N=31) (N=31)
Weeks 22 & 24 or Weeks 24 & 26 20 (65) 8 (26) 39% 0.012
(14, 63)
Weeks 8 & 10 or Weeks 10 & 12 21 (68) 7(23) 45% 0.003
(22, 69)

16 HOW SUPPLIED/ STORAGE AND HANDLING

16.1 How Supplied

Each carton of VYJUVEK (NDC 82194-510-02) contains one single-dose vial of VYJUVEK biological
suspension and one single-dose vial of excipient gel.

VYJUVEK biological suspension (inner NDC 82194-501-01), green cap, is supplied as a 1.0 mL extractable
volume in a single-use, single-dose vial containing 5x10° PFU/mL.

Excipient gel (inner NDC 82194-001-01), blue cap, is supplied as a 1.5 mL fill volume in a separate single-use,
single-dose vial.
16.2 Storage and Handling

Store the VYJUVEK carton at -15°C to -25°C (5°F to -13°F). If a freezer is not available, the carton can be
refrigerated (2° to 8°C (35.6° to 46.4°F)) for up to 1 month.

Prior to use, VYJUVEK requires mixing into excipient gel.
15




Administration syringes containing the VYJUVEK gel may remain at room temperature (20 to 25°C (68° to
77°F)) for up to 8 hours. If immediate use is not possible, administration syringes can be stored for up to 48
hours in the refrigerator (2° to 8°C (35.6° to 46.4°F)) .

Discard material if it falls out of the parameters described above.

VYJUVEK is replication deficient HSV-1-based gene therapy. See Dosage and Administration (2) for
appropriate handling, preparation, application, and disposal of materials. Follow universal biohazard
precautions for handling.

17 PATIENT COUNSELING INFORMATION
Advise patients or caregivers of the following precautions prior to and during treatment with VYJUVEK gel:

e Avoid direct contact with treated wounds (e.g., touching and scratching) and dressings of treated
wounds for approximately 24 hours following VYJUVEK gel application. In the event of accidental
exposure, instruct patients and exposed individuals to clean the affected area. [see Warnings and
Precautions (5.1)]

e Wash hands and wear protective gloves when changing wound dressings. [see Preparation (2.2)]

e Disinfect bandages from the first dressing change with a virucidal agent, such as 70% isopropy! alcohol,
6% hydrogen peroxide or <0.4% ammonium chloride, and dispose of the disinfected bandages in a
separate sealed plastic bag in household waste. Dispose of the subsequent used dressings and cleaning
materials into a sealed plastic bag and dispose in household waste. [see Administration (2.3)]

Manufactured by:

Krystal Biotech, Inc.

2100 Wharton Street, Suite 701
Pittsburgh, PA 15203

U.S. License No. 2301

VYJUVEK™ is a trademark of Krystal Biotech, Inc. having a pending application for registration at the United
States Patent and Trademark Office.

© 2023 Krystal Biotech, Inc. All rights reserved.
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ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1 NAME OF THE MEDICINAL PRODUCT

Vyjuvek 5x10° plaque forming units (PFU)/mL suspension and gel for gel.

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

2.1 General description

Beremagene geperpavec is a replication-defective HSV-1-based gene therapy vector that has been
genetically modified to express the human type VII collagen (COL7) protein under the control of the
human cytomegalovirus (hCMV) promoter.

Beremagene geperpavec is produced in Vero cells by recombinant DNA technology.

2.2 Qualitative and quantitative composition

Each vial contains 1 mL extractable volume of beremagene geperpavec suspension at a nominal
concentration of 5x10° (5 billion) PFU/mL.

After mixing 1 mL of the suspension with the excipient gel, Viyjuvek contains 5x10° PFU in 2.5 mL.

For the full list of excipients, see section 6.1.

3 PHARMACEUTICAL FORM

Suspension and gel for gel.

The suspension is opalescent yellow to colourless following thaw from its frozen state.
The gel is a clear viscous solution following thaw from its frozen state.

4 CLINICAL PARTICULARS

4.1 Therapeutic indications

Vyjuvek is indicated for the treatment of wounds in patients with dystrophic epidermolysis bullosa
(DEB) with mutation(s) in the collagen type VII alpha 1 chain (COL7AL) gene, from birth.

4.2 Posology and method of administration

Vyjuvek should be initiated by healthcare professionals experienced in the management of patients
with dystrophic epidermolysis bullosa and should be applied by a health care professional. If self-
administration is deemed appropriate by the prescriber, a trained patient/caregiver may apply Vyjuvek.

Posology
The recommended dose of Vyjuvek is based on age. The recommended total maximum weekly dosing

schedule by age group is shown in Table 1.

Vyjuvek is applied cutaneously to wound(s) once a week in small droplets in a grid-like pattern,
approximately 1-cm by 1-cm apart.



Table 1. Maximum Weekly Dose by Age

Age range Maximum weekly dose (plaque Maximum weekly volume (milliliter;
forming units; PFU) mL)*

<3 years old 2x10° (2 billion) 1

>3 years old 4x10° (4 billion) 2

*Maximum weekly volume after mixing suspension with gel.
The table below provides a reference on dose per approximate size of the wound.
Vyjuvek gel should be applied to wounds until they are closed before selecting new wound(s) to treat.

Weekly treatment to previously treated wounds should be prioritised if they re-open. It may not be
possible to apply Vyjuvek gel to all the wounds at each treatment visit.

Table 2. Dose by Wound Area

Wound Area (cm?)* Dose (PFU) Volume (mL)
<20 4x108 (400 million) 0.2
20 to < 40 8x108 (800 million) 0.4
40 to 60 1.2x10° (1.2 billion) 0.6

* For wound area over 60 cm?, estimate the total dose based on Table 2 until the maximum weekly
dose in Table 1 is reached, approximately 1-cm by 1-cm apart droplet application.

If a dose is missed, Vyjuvek should be administered as soon as possible, and weekly dosing should be
resumed thereafter.

Special Populations
Paediatric population
Clinical studies of beremagene geperpavec did not include children less than 6 months of age.

Elderly population
Clinical studies of beremagene geperpavec did not include any patients aged 47 and over.

Method of administration

Precaution to be taken before manipulating or administering the product

Individuals who are pregnant should not prepare or administer Vyjuvek and should avoid direct
contact with the treated wounds, or dressings from the treated wounds (see sections 4.4 and 6.6).

Administration
For cutaneous use on wounds only.

Prior to cutaneous use the suspension and gel must be thawed, and the suspension must be mixed into
the gel see sections 6.3 and 6.6.

A healthcare professional should apply Vyjuvek, either at a healthcare professional setting (e.g.,
clinic) or the home setting. If self-administration is deemed appropriate by the healthcare professional,
trained patients or caregivers may also apply Vyjuvek.

Wounds should be gently cleaned prior to cutaneous administration using a product that does not
contain a virucidal agent (e.g., alcohol-based agent, hypochlorous acid, etc. should not be used).
Medicinal products and ointments at the wound area should be removed and the wound should be
cleansed prior to Vyjuvek administration to ensure no reduction in its activity and decrease to its
efficacy.

The Vyjuvek syringe should be primed prior to the initial application by pulling the plunger down and
pushing it upwards, so that a small droplet of Vyjuvek forms at the tip of the syringe.



Vyjuvek should be applied to the selected wound, in small droplets approximately 1-cm by 1-cm apart
without the syringe touching the wound.

Figure 1. Vyjuvek is applied to wound
Once Vyjuvek has been administered to the wound, a non-absorbent, hydrophobic dressing should be
applied. The dressing should be cut to a size slightly larger than the wound but may vary upon patient
preference.

Once the Vyjuvek droplets are covered by the dressing, a thin even layer will form.

Figure 2. Vyjuvek is covered with a non-absorbent, hydrophobic dressing

The standard dressing should be cut to a size larger than the non-absorbent, hydrophobic dressing. The
standard dressing will be placed over the hydrophobic dressing.

._-———_'—_———_.___________
-——\‘__‘_\-‘

Figure 3. Non-absorbent, hydrophobic dressing is covered with a standard dressing

The dressing should be left in place for approximately 24 hours after Vyjuvek application. Once the
Vyjuvek dressings are removed, the patient may continue with their standard of care.

Vyjuvek should continue to be administered weekly until the wounds are closed. If previously treated
wounds re-open, Vyjuvek should be applied again.

For detailed instructions on preparation, administration, measures to take in case of accidental
exposure and disposal of Vyjuvek, see section 6.6.

4.3 Contraindications
Hypersensitivity to the active substance(s) or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

Traceability
In order to improve the traceability of the biological medicinal product, the name and the batch

number of the administered medicinal product should be clearly recorded.



Squamous cell carcinoma
Vyjuvek should not be applied to wounds with a confirmed or suspicious diagnosis of squamous cell
carcinoma (SCC). Vyjuvek may still be applied to other wounds in patients who develop SCC.

Transmission of an infectious agent:

Beremagene geperpavec is a genetically modified, replication-defective herpes-simplex virus type 1-
based gene therapy vector. Beremagene geperpavec will not replicate in the subject’s cells and does
not integrate into or otherwise interact with the subject cells’ native genetic material.

Although beremagene geperpavec is tested for sterility, a risk of transmission of infectious agents
exists. Healthcare professionals administering Vyjuvek must, therefore, monitor patients for signs and
symptoms of infections after treatment and treat appropriately, if needed.

Long-term follow-up
Patients may enroll in a non-interventional multi-country study, to assess the long-term safety of
beremagene geperpavec in a real-life clinical setting.

45 Interaction with other medicinal products and other forms of interaction

No interaction studies have been conducted with Vyjuvek. Interactions with topical medicinal
products have not been investigated in clinical trials. Other topical medicinal products should not be
concomitantly administered with Vyjuvek.

The safety of immunisation with live viral vaccines during or following Vyjuvek treatment has not
been studied. There is no data to suggest that Vyjuvek may interfere with the body’s ability to
appropriately respond to a live virus vaccine.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no data from the use of beremagene geperpavec in pregnant women. Animal studies are

insufficient with respect to reproductive toxicity(see section 5.3).

The use of Vyjuvek is not recommended during pregnancy.

Breast-feeding
It is unknown whether beremagene geperpavec is transferred into human milk.

A risk to the newborns/infants cannot be excluded.
A decision must be made whether to discontinue breast-feeding or to discontinue/abstain from

Vyjuvek therapy taking into account the benefit of breast feeding for the child and the benefit of
therapy for the woman.

Fertility
No nonclinical or clinical studies have been performed to evaluate the effect of beremagene

geperpavec on fertility.

4.7 Effects on ability to drive and use machines

Vyjuvek has no or negligible influence on the ability to drive or use machines.

4.8 Undesirable effects

Unless otherwise stated, the frequencies of adverse reactions are based on all causal adverse event
frequencies identified in 31 patients exposed to beremagene geperpavec during a median duration of

25 weeks in the Phase 3 randomised, intra-subject placebo-controlled study. See section 5.1 for
information on the main characteristics of patients in clinical trial.



Summary of the safety profile

The age of the subjects ranged from 1 to 44 years (mean age 17 years). Of the 31 subjects, 19 (61%)
were pediatric subjects (less than 17 years of age), and 11 (36%) were females. Each subject received
weekly cutaneous application of beremagene geperpavec at one or more wound sites and placebo at a
matching wound site as an intra-subject comparator. The median duration of exposure to beremagene
geperpavec was 25 weeks. There were no discontinuations due to adverse reactions.

The reported adverse drug reaction possibly related to Vyjuvek was erythema.

Tabulated list of adverse reactions
In the following table, adverse reactions are listed by MedDRA system organ class and preferred term.
Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.

The frequency of adverse reactions is defined as follows: very common (> 1/10); common (> 1/100 to
< 1/10); uncommon (> 1/1,000 to < 1/100); rare (= 1/10,000 to < 1/1,000); very rare (< 1/10,000), not
known (cannot be estimated from the available data).

Table 3 lists the adverse drug reaction possibly related to Vyjuvek.

Table 1 Adverse Reactions
System organ class Common
Skin and subcutaneous tissue disorders Erythema

Paediatric population
Of the 31 subjects in the Phase 3 study, 19 (61%) were paediatric subjects (17 years of age or less),
including 3 (9.7%) aged 3 years or less. Of the 19 paediatric subjects, 8 were female (42%).

Frequency, type and severity of adverse reactions in children are thought to be the same as in adults.
Vyjuvek was also studied in an open-label extension study of 47 subjects, including 2 subjects less
than 1 year of age. Median duration of exposure in the open-label extension was over 18 months. No
new safety signals were identified.

Immunogenicity

There was minimal evidence of systemic vector exposure after cutaneous application of Vyjuvek.
Antibodies against the viral vector (HSV-1) and transgene protein (COL7) were evaluated in a subset
of subjects in the randomised, intra-subject placebo-controlled clinical study. A total of 64% of
evaluated subjects (14/22) were anti-HSV-1 antibody positive at baseline. Six of the 8 anti-HSV-1
seronegative subjects seroconverted by week 26 following treatment with Vyjuvek. For subjects with
available matched baseline and end-of-study serum samples, anti-drug antibodies (ADAS) to COL7
were detected in 72% (13/18) of subjects treated with Vyjuvek for up to 26 weeks. Neutralizing
immunity was not observed at first or repeated Vyjuvek exposure.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V*.

49 Overdose

No case of overdose of Vyjuvek has been reported. Symptomatic and supportive treatment, as deemed
necessary by the treating healthcare professional, is advised in case of overdose.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties



Pharmacotherapeutic group: Preparations for the treatment of wounds and ulcers, cicatrizants, ATC
code: DO3AX16

Mechanism of action

Beremagene geperpavec is a redosable gene therapy based on an engineered, replication-defective
herpes simplex virus 1 (HSV-1) encoded with COL7A1 gene, addressing the underlying genetic cause
of Dystrophic Epidermolysis Bullosa. The HSV-1 vector belongs to the human herpes virus (HHV)
family of double-stranded DNA viruses and enters cells via interactions between viral glycoproteins
present on the virion envelope and widely expressed cell surface determinants such as 3-0 heparan
sulphate, herpes virus entry mediator (HVEM), and nectins. Beremagene geperpavec is replication-
defective and has been engineered to further reduce cytotoxicity. Upon cutaneous application to the
wounds, beremagene geperpavec can transduce both keratinocytes and fibroblasts. Following entry of
beremagene geperpavec into the cells, the vector genome is deposited in the nucleus without
integrating into, or otherwise disrupting, host cell DNA. Once in the nucleus, transcription of the
encoded human COL7AL is initiated. The resulting transcripts allow for production and secretion of
COLY7 by the cell in its mature form. These COL7 molecules arrange themselves into long, thin
bundles that form anchoring fibrils. Repeated topical application of B-VEC results in full-length
COLY7 protein expression, from keratinocytes and fibroblasts, and normalised anchoring fibril
formation. The anchoring fibrils hold the epidermis and dermis together and are essential for
maintaining the integrity of the skin.

Clinical efficacy and safety

The efficacy of Vyjuvek in subjects one year of age and older with DEB with mutation(s) in the
COLT7AL gene was evaluated in a randomised controlled trial. All study subjects had DEB with
genetically confirmed mutation(s) in the COL7A1 gene. Two comparable wounds in each subject were
selected and randomised to receive either cutaneous application of beremagene geperpavec or placebo
(gel only) weekly for 26 weeks. The total maximum weekly dose was defined based on age category.

The study enrolled 31 subjects (20 males and 11 females), including 30 subjects with autosomal
recessive DEB and one subject with autosomal dominant DEB. The size of the beremagene
geperpavec-treated primary wounds ranged from 2 to 57 cm?, with 74% of wounds < 20 cm? and 19%
from 20 to < 40 cm?. The size of the placebo gel-treated wounds ranged from 2 to 52 cm?, with 71% of
wounds < 20 cm? and 26% from 20 to < 40 cm?. The largest size secondary wound treated was
>130cm?. The mean age of the subjects was 17 years (1 year to 44 years), including 61% paediatric
subjects (n=19, age 1 to < 17 years) and 9.7% subjects less than 3 years. Sixty-four percent of subjects
were White; 19% were Asian, and the remainder were American Indian or Alaska Native.

Efficacy was assessed on the basis of improved wound healing defined as the difference in the
proportion of complete (100%) wound closure at 24 weeks confirmed at two consecutive study visits 2
weeks apart, assessed at weeks 22 and 24 or at weeks 24 and 26, between the beremagene geperpavec
-treated and the placebo gel-treated wounds. Efficacy was also assessed by the difference in the
proportion of complete wound closure assessed at weeks 8 and 10 or at both weeks 10 and 12 between
the beremagene geperpavec-treated and the placebo gel-treated wounds. Complete (wound healing
was defined as 100% wound closure from the exact wound area selected at baseline, specified as skin
re-epithelialization without drainage, evaluated at two consecutive visits two weeks apart. The
efficacy results are summarised in Table 4.

Table 2 Primary end point and key secondary end point*
Wound Closure Assessment | Primary Wounds | Primary Wounds | Absolute | p value
Timepoints Exposed to Exposed to Difference
beremagene Placebo (95% CI)
geperpavec (N=31)
(N=31)
Primary end point: complete 20.9 (67) 6.7 (22) 46 0.002
wound healing at 6 monthsti (24-68)
Key secondary end point: 21.9 (71) 6.1 (20) 51 (29-73) | <0.001
complete wound healing at
3monthsi




Table 2 Primary end point and key secondary end point*

Wound Closure Assessment | Primary Wounds | Primary Wounds | Absolute | p value
Timepoints Exposed to Exposed to Difference
beremagene Placebo (95% CI)
geperpavec (N=31)
(N=31)

*The primary and key secondary end points were analysed in the intention-to-treat population.
Multiple-imputation methods were used to account for missing data. Fractional counts are due
to the multiple-imputation procedure used for analysis. Hypothesis testing was performed with
the use of exact McNemar’s test.

+Primary wounds were assessed at weeks 22 and 24 or weeks 24 and 26.

iPrimary wounds were assessed at weeks 8 and 10 or weeks 10 and 12

Pain severity during wound dressing, as assessed by visual analogue score (VAS) for subjects aged 6
and older, was also evaluated as a secondary endpoint. A consistent trend toward decreased pain in
favour of beremagene geperpavec was observed across weeks 22 (p=0.02), 24 (p=0.06), and 26
(p=0.07).

Figure4  Difference in pain score on VAS
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Week 22 Week 24 Week 26

Time Window

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
beremagene geperpavec in one or more subsets of the paediatric population in dystrophic
epidermolysis bullosa (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Distribution

In the confirmatory trial, systemic exposure assessments were conducted at weekly clinical site visits
via quantification of beremagene geperpavec genomes in blood and urine samples (vector shedding)
using a validated qPCR assay. All blood samples and all but one urine sample collected throughout the
study were below the limit of detection/quantification for all subjects, indicating no significant
systemic exposure of the subjects to the vector.

Clinical pharmacokinetics and shedding
GLP biodistribution and vector shedding studies were supportive and indicated a lack of systemic
exposure after localised, cutaneous administration of beremagene geperpavec.




5.3 Preclinical safety data

Non-clinical data revealed no special hazard for humans based on conventional studies of single and
repeated dose administration in GLP toxicology studies.

Animal developmental and reproductive toxicity studies have not been conducted.
Carcinogenesis, mutagenesis, impairment of fertility

No studies have been conducted to evaluate the effects of beremagene geperpavec on carcinogenesis,
mutagenesis, or impairment of fertility.

Environmental Risk Assessment

In the confirmatory trial, potential environmental exposure assessments were conducted at weekly
clinical site visits via quantification of beremagene geperpavec genomes in skin swabs, and bandage
samples (vector shedding) using a validated gPCR assay, and detection of infectious viral particles in
skin swabs (infectivity) using a validated plaque titer assay.

A majority of wound dressings (67.7%) contained detectable vector genomes. A very small number of
skin swabs (2.4%) contained detectable vector genomes. However, no extracellular infectious particles
were detected on the skin surface of any subject at any timepoint tested, suggestive of localised
containment and efficient transduction of the cutaneous wounds after topical beremagene geperpavec
application.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients
Suspension

Glycerol

Sodium Chloride

Sodium Phosphate Dibasic
Potassium Chloride

Potassium Phosphate Monobasic

Gel

Hydroxypropyl Methylcellulose
Tromethamine

Sodium Chloride

Sodium Phosphate Dibasic
Potassium Phosphate Monaobasic

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3 Shelf life

Unopened frozen vials
2 years.

After thawing
Once thawed, the medicinal product should not be re-frozen.

After mixing

Chemical and physical in-use stability has been demonstrated for 168 hours (7 days) at 2 to 8°C.
Additionally, it may be kept frozen (<-15°C to -25°C) for up to 6 weeks. Allow product to thaw before
application.



6.4 Special precautions for storage
Transport frozen (< -20°C) to site of preparation. Store frozen at -15°C to -25°C

If a freezer is not available, the carton(s) containing the suspension and gel vials may be stored in a
refrigerator (2°C to 8°C) for up to 1 month.

Keep the vials in the outer carton prior to mixing in order to protect from light.

For storage condition of the frozen gel, see section 6.3.

For storage conditions after thawing and mixing of the medicinal product, see section 6.3.
6.5 Nature and contents of container

Each carton of Vyjuvek contains one single-dose vial of suspension and one single-dose vial of gel.

Suspension
1 mL extractable volume containing 5x10° PFU/mL in a single-use, single-dose vial with a green cap.

Gel
1.5 mL fill volume in a separate single-use, single-dose vial with a blue cap.

6.6 Special precautions for disposal and other handling

Precautions to be taken before handling or administering the medicinal product

This medicine contains genetically modified organisms (see sections 4.2 and 4.4). During preparation,
administration, and disposal, appropriate precautions must be taken. Personal protective equipment
(e.g., gloves) should be worn when handling Vyjuvek.

Healthcare professionals or carers who are pregnant should not administer Vyjuvek and should not
come into direct contact with treated wounds, or all material that has been in contact with treated
wounds (see section 4.2).

Preparation prior to administration
Follow the steps below for Vyjuvek preparation.

Each carton contains 1 vial of suspension and a vial of gel for single use only.

Before use, frozen vials must be removed from the carton and left at room temperature. Once the vials
are thawed, they cannot be re-frozen. Gently invert the beremagene geperpavec vial 4-5 times to mix
the contents.

Using an aseptic technique, transfer 1 mL of thawed suspension using a 3 mL syringe and needle (e.g.,
16G or 18G) into the thawed gel vial. Without removing the needle from the gel vial but with the
bevel of the needle above the liquid, remove 1 mL of air from the gel vial and only then remove the
syringe and needle and discard them.

Place an alcohol pad on the gel vial stopper and shake the vial vigorously by hand for at least 10
seconds.
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Figure 5. Mixing the vial by hand

Connect a new needle (e.g., 16G or 18G) to a 1 mL syringe and slowly withdraw 0.5 mL of Vyjuvek.
Do not invert the vial to withdraw the Vyjuvek syringe.

Without removing the needle from the vial, lift the bevel of the needle above the Vyjuvek and
disconnect the syringe, leaving the needle within the vial stopper. An air pocket may form, this is
normal. Gently manipulate the plunger up and down to remove the air pocket. Cap the syringe and set
aside.

Ld

I Air pocket

TN

Figure 6. Showing the air pocket

Obtain the next 1 mL syringe and connect it to the needle in the gel vial stopper and withdraw 0.5 mL
of Vyjuvek.

Repeat as applicable based, on the patient’s age.

Figure 7. Attaching additional administration syringe to gel vial
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Place a sealable plastic bag with Vyjuvek syringes into an appropriate insulated tertiary container at
2°C to 8°C for transport from the preparation site to the site of administration.

Measures to take in case of accidental exposure )
In case of accidental exposure local guidance for pharmaceutical waste must be followed.

All surfaces that may have come in contact with beremagene geperpavec must be cleaned and all spills
must be disinfected with a virucidal agent such as 70% isopropyl alcohol, 6% hydrogen peroxide or
<0.4% ammonium chloride.

In the event of an accidental exposure through a splash to the eyes or mucous membranes, flush with
clean water for at least 5 minutes.

In the event of exposure to intact skin or needlestick injury, clean the affected area thoroughly with
soap and water and/or a disinfectant.

Precautions to be taken for the disposal of the medicinal product

Any unused medicinal product or waste material (e.g., vial, syringe, needle, cleaning materials) that
that may have come in contact with Vyjuvek should be disposed of in compliance with local guidance
for pharmaceutical waste.

Disinfect bandages from the first dressing change with a virucidal agent, such as 70% isopropyl
alcohol, 6% hydrogen peroxide or <0.4% ammonium chloride, and dispose of the disinfected
bandages in a separate sealed plastic bag in household waste.

7 MARKETING AUTHORISATION HOLDER

Krystal Biotech Netherlands, B.V.
Atrium Gebouw

Strawinskylaan 3051

Amsterdam 1077 ZX

Netherlands

8 MARKETING AUTHORISATION NUMBER(S)
EU/0/00/000/000
9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation:

10 DATE OF REVISION OF THE TEXT
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ANNEX 11

MANUFACTURER OF THE BIOLOGICAL ACTIVE
SUBSTANCE AND MANUFACTURER RESPONSIBLE FOR
BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A.  MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substance

Krystal Biotech, Inc.

2100 Wharton Street,

Suite 701

Pittsburgh, PA 15203 USA

Name and address of the manufacturer responsible for batch release

ProPharma Group The Netherlands B.V.
Schipholweg 73
2316 ZL Leiden
The Netherlands

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURS)

The requirements for submission of PSURs for this medicinal product are set out in Article 9 of
Regulation (EC) No 507/2006 and, accordingly, the marketing authorisation holder (MAH)
shall submit PSURs every 6 months.

The requirements for submission of PSURs for this medicinal product are set out in the list of
Union reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance
activities and interventions detailed in the agreed RMP presented in Module 1.8.2 of the
marketing authorisation and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:
« At the request of the European Medicines Agency;
» Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX 111

LABELLING AND PACKAGE LEAFLET

15



A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

‘ 1. NAME OF THE MEDICINAL PRODUCT

Vyjuvek 5x10° Plaque Forming Units (PFU)/mL suspension and gel for gel
beremagene geperpavec

‘ 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each carton contains one single-dose vial of 1 mL extractable volume of 5x10° PFU of beremagene
geperpavec and one single-dose vial of 1.5 mL of excipient gel.

‘ 3. LIST OF EXCIPIENTS

Excipients in suspension: glycerol, sodium chloride, sodium phosphate dibasic, potassium chloride,
potassium phosphate monobasic.

excipients in gel: hydroxypropyl methylcellulose in a solution of tromethamine, sodium chloride,
sodium phosphate dibasic, potassium phosphate monobasic.

See leaflet for further information.

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Suspension and gel for gel
1 single-dose suspension vial
1 single-dose gel vial

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Cutaneous use.
Suspension must be mixed with gel before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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‘ 9. SPECIAL STORAGE CONDITIONS

Transport frozen (<-20°C) to site of preparation. Store frozen at -15°C to -25°C.If a freezer is not
available, the carton(s) containing the suspension and gel vials may be stored in a refrigerator (2°C to
8°C) for up to 1 month.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

This medicine contains genetically modified organisms.
Dispose of in compliance with the local guidance for pharmaceutical waste.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Krystal Biotech Netherlands, B.V.
Atrium Gebouw

Strawinskylaan 3051

Amsterdam 1077 ZX

Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/0/00/000/000

13. BATCH NUMBER

Lot

‘ 14, GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL (SUSPENSION)

‘ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Vyjuvek 5x10° PFU/mL
beremagene geperpavec
Cutaneous use

2. METHOD OF ADMINISTRATION

Read the package leaflet before use.

3. EXPIRY DATE

EXP

4, BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

Single-use , 1 mL

6. OTHER

Mix with gel before use.
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL (GEL)

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Gel
Cutaneous use

‘ 2. METHOD OF ADMINISTRATION

Read the package leaflet before use.

3. EXPIRY DATE

EXP

| 4. BATCH NUMBER

Lot

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

Single-use
1.5mL

6. OTHER

Mix with suspension
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Vyjuvek 5x10° Plaque Forming Units (PFU)/mL suspension and gel for gel for cutaneous use
beremagene geperpavec

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains
important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your healthcare professional (HCP).
If you get any side effects, talk to your healthcare professional. This includes any possible side effects
not listed in this leaflet. See section 4.

What is in this leaflet

What Vyjuvek is and what it is used for

What you need to know before you are given Vyjuvek
How Vyjuvek is given

Possible side effects

How Vyjuvek is stored

Contents of the pack and other information

ocouprwNE

1 What Vyjuvek is and what it is used for

What is Vyjuvek
Vyjuvek is a viral gene therapy. It contains the active substance beremagene geperpavec, a genetically
modified herpes simplex virus type-1 (HSV-1) encoding human COL?7.

What Vyjuvek is used for

Vyjuvek is used to treat wounds in patients with a rare genetic disorder called dystrophic
epidermolysis bullosa (DEB), which primarily affects the skin, from birth. DEB is caused by a faulty
gene that affects the production of a protein (COL7) which glues the skin layers together. If this
protein is missing or does not function appropriately, the layers of the skin will not join properly. This
makes the skin very fragile and likely to blister easily.

How Vyjuvek works

Vyjuvek has been altered to make the herpes simplex virus harmless to the patient, and to contain
working copies of the faulty gene found in patients with DEB. The medicine delivers these working
copies of the gene into the cells of the wound to help the skin heal.

2 What you need to know before you are given Vyjuvek
You must not be given Vyjuvek:
- ifyou are allergic to beremagene geperpavec or any of the other ingredients of this medicine
(listed in section 6).
Warnings and precautions
Talk to your healthcare professional (HCP) before you are administered Vyjuvek
Squamous cell carcinoma

People who have DEB are more likely to develop a type of skin cancer called squamous cell
carcinoma (SCC). Vyjuvek should not be applied to wounds with a confirmed or suspected diagnosis
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of squamous cell carcinoma. Vyjuvek may still be applied to other wounds in people who develop
squamous cell carcinoma elsewhere on their bodies.

Avoid accidental contact with Vyjuvek to yourself and others
e Avoid direct contact with treated wounds (e.g., touching or scratching) and dressings of
treated wounds for approximately 24 hours following treatment.
e Wear protective gloves when administering Vyjuvek and assisting with changing wound
dressings and handling their disposal.

Accidental contact with Vyjuvek
In the event of an accidental exposure through a splash to the eyes or mucous membranes, flush with
clean water for at least 5 minutes.

In the event of exposure to intact skin, clean the affected area thoroughly with soap and water and/or a
disinfectant.

Other medicines and Vyjuvek
Tell your healthcare professional (HCP) if you are taking, have recently taken, or might take any

other medicines.

There is no information on how Vyjuvek could react with other medicines or ointments applied to
your wounds. Do not apply other medicinal skin cutaneous products to your wounds along with
Vyjuvek.

If you have any further questions on the use of this medicine with other medicines, ask your HCP.

Pregnancy, breast-feeding and fertility
Individuals who are pregnant should not prepare or administer Vyjuvek and should avoid direct
contact with the administration sites, or dressings.

If you are pregnant or breast-feeding, think you might be pregnant, or are planning to have a baby, ask
your healthcare professional (HCP) for advice before being treated with Vyjuvek.

The effects of this medicine on pregnancy and the unborn child are not known. The use of Vyjuvek is
not recommended while you are pregnant.

Vyjuvek has not been studied in breast-feeding women. It is not known whether it passes into breast
milk. Ask your HCP whether you should stop breast-feeding after receiving Vyjuvek. They will then
help you decide whether to stop breast-feeding, or whether to stop taking Vyjuvek, taking into account
the benefit of breast-feeding to the baby and the benefit of Vyjuvek to you.

Driving and using machines

Vyjuvek is expected to have little to no effect on the ability to drive or use machines.

3 How Vyjuvek is given to you

Who can give Vyjuvek
Vyjuvek is administered once a week by a healthcare professional (HCP) either in a clinical setting or
in the home setting.

If self-administration is deemed appropriate by the healthcare professional, trained patients or
caregivers may also apply the medicinal product .

Individuals who are pregnant should not prepare or administer Vyjuvek and should avoid direct
contact with the administration sites, or dressings.

Dose
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For children less than 3 years, the recommended total maximum weekly dose is up to 1 mL of
Vyjuvek (2x10° [2 billion] PFU).

For children aged 3 years and over and adults, the recommended total maximum weekly dose is up to
2 mL of Vyjuvek (4x10° [4 billion] PFU).

How it is given
Vyjuvek is mixed with gel before it is applied to the wound. The gel does not contain any medicine

and is simply used to aid application by making Vyjuvek thicker.

Administration
Wear protective gloves when administering Vyjuvek and assisting with changing wound dressings and
handling their disposal.

1. Gently clean the wound before applying Vyjuvek.
e Remove any medicinal products and ointments at the would area.

2. Get the syringe ready for the application.
e Prime the syringe by pulling the plunger of the syringe down then gently pushing the plunger
upwards.
e A small droplet of Vyjuvek should form at the tip of the syringe.

3. Apply Vyjuvek to the selected wound.

v

e The quantity applied may vary as the wound decreases or increases in size.

e The medicine should be applied to the selected wound in small droplets spaced evenly within
the wound, approximately 1cm-by-1cm apart [the width of a staple].

e The resulting droplet pattern should loosely resemble a grid.

e Avoid touching the skin with the syringe.

4. Cover the wound with a non-absorbent, water-repellent (hydrophobic) dressing.

e The dressing should be cut to a size slightly larger than the wound or larger based on patient
preference.
e Once the Vyjuvek droplets are covered by the dressing, a thin even layer will form.

5. Cover the non-absorbent, water repellent dressing with the standard dressing
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e The standard dressing should be cut to a size larger than the non-absorbent, water repellent
(hydrophobic) dressing then placed over the hydrophobic dressing

6. Leave the dressing on after treatment for approximately 24 hours.
Avoid touching or scratching treated wound areas or dressings.

Following the first dressing change, your routine care may resume.

Changing and disposing of wound dressings
Wear protective gloves when assisting with changing wound dressings and handling their disposal.

Wearing gloves, disinfect used dressings with an anti-viral agent, such as 70% isopropy! alcohol, 6%
hydrogen peroxide, or an agent containing less than 0.4% ammonium chloride.

Then dispose of the disinfected bandages in a separate sealed plastic bag in household waste.

Length of treatment with Vyjuvek

The medicine will continue to be given until the wounds are closed. If previously treated wounds re-
open, the medicine will be applied again. It may not be possible to apply Vyjuvek to all wounds at
each treatment.

If you are given more Vyjuvek than you should have
There is limited clinical experience with overdose of Vyjuvek. In case of overdose, your healthcare
professional (HCP) will treat the symptoms as necessary.

If you miss a dose of Vyjuvek
If a dose is missed, Vyjuvek will be given as soon as possible, and weekly treatments will continue.

If you have any further questions on the use of this medicine, ask your healthcare professional (HCP).

4 Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Common (may affect up to 1 in 10 people)
e Reddening of the skin

Reporting of side effects

If you get any side effects, talk to your healthcare professional (HCP). This includes any possible
side effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V.* By reporting side effects, you can help provide more information on the
safety of this medicine.

5 How Vyjuvek is stored

Keep this medicine out of the sight and reach of children.

The following information is for healthcare professionals who will store, prepare, and give the
medicine (including patients/caregivers).
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The vials can be stored in a freezer at -15°C to -25°C. If a freezer is not available, it can be
refrigerated at 2°C to 8°C for up to 1 month.Store in the original carton to protect from light.

Do not re-freeze after thawing.

Chemical and physical in-use stability has been demonstrated for 168 hours (7 days) at 2 to 8°C.
Additionally, it may be kept frozen (<-15°C to -25°C) for up to 6 weeks. Allow product to thaw before
application.

Place the Vyjuvek syringes into a sealable plastic bag. Place that bag into an appropriate insulated
container at 2°C to 8°C for transport from the preparation site to the site of administration e.g., home
setting.

Do not use this medicine after the expiry date which is stated on the carton after ‘EXP’.

6 Contents of the pack and other information
What Vyjuvek contains

- The active substance is beremagene geperpavec. One single-dose vial contains 5x10° (5 billion)
PFU of beremagene geperpavec suspension in 1 mL.
- The other ingredients are:
- Suspension: sodium phosphate dibasic, potassium chloride, potassium phosphate
monobasic, sodium chloride and glycerol.
- Gel: hydroxypropyl methylcellulose, tromethamine, potassium phosphate monobasic,
sodium chloride, sodium phosphate dibasic.

What Vyjuvek looks like and contents of the pack

Suspension
Opalescent yellow to colourless suspension following thaw from its frozen state. It is supplied in a

single-use vial with a green cap containing 1 mL.

Gel
Clear viscous solution, following thaw from its frozen state. It is supplied in a single-use vial with a
blue cap containing 1.5 mL volume.

Each carton will contain one vial of suspension and one vial of gel.
Marketing Authorisation Holder

Krystal Biotech Netherlands, B.V.
Atrium Gebouw

Strawinskylaan 3051

Amsterdam 1077 ZX

Netherlands

This leaflet was last revised in
Other sources of information
Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu. There are also links to other websites about rare diseases and
treatments.

The following information is intended for healthcare professionals and caregivers who will be
administering Vyjuvek:
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Refer to the Summary of Product Characteristics (SmPC) before using.

Precautions to be taken when handling or administering the medicinal product

Avoid direct contact with treated wounds (e.g., touching or scratching) and dressings of
treated wounds for approximately 24 hours following treatment.

Wash hands and wear protective gloves when assisting patients with changing wound
dressings and handling the disposal.

Bandages should be disinfected following the first dressing change with a virucidal agent,
such as 70% isopropyl alcohol, 6% hydrogen peroxide or <0.4% ammonium chloride, and
dispose of the disinfected bandages in a separate sealed plastic bag in household waste.
Any unused medicinal product or waste material (e.g., vial, syringe, needle, cleaning
materials) that that may have come in contact with Vyjuvek should be disposed of in
compliance with local guidance for pharmaceutical waste.

In the event of an accidental exposure through the splash to the eyes or mucous membranes,
flush with clean water for at least 5 minutes.

In the event of an accidental cutaneous exposure rinse with soap and water.

Individuals who are pregnant should not prepare or administer Vyjuvek and should avoid direct
contact with the Vyjuvek cutaneous administration sites, or dressings.

Recommended Dose and Schedule

Vyjuvek is dosed weekly with maximum doses per age group.

It may not be possible to apply Vyjuvek to all wounds at each treatment visit. Continue weekly
Vyjuvek treatment to the previously treated wounds until they are closed before selecting a new
wound to treat.

For patients less than 3 years, the weekly dose is up to 2x10°(2 billion) PFU of Vyjuvek (total
administration volume 1 mL).

For patients aged 3 years and older, the weekly dose is up to 4x10°(4 billion) PFU of Vyjuvek (total
administration volume 2 mL).
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bépirovirsen

bepirovirsén

beremagenum geperpavecum #
beremagene geperpavec

thiothymidylyl-(3'—5")-2'-deoxy-P-thioguanylyl-(3'—5')-
2'-deoxy-P-thioadenylyl-(3'—5")-2'-deoxy-P-
thioadenylyl-(3'—5'")-2'-deoxy-P-thioguanylyl-(3'—5')-
2'-deoxy-5-methyl-P-thiocytidylyl-(3'—5')-2'-deoxy-P-
thioguanylyl-(3'—5')-2'-deoxy-P-thioadenylyl-(3'>5')-
2'-0-(2-methoxyethyl)-P-thioadenylyl-(3'—>5')-2'-O-(2-
methoxyethyl)-P-thioguanylyl-(3'—>5')-2'-O-(2-
methoxyethyl)-5-methyl-P-thiouridylyl-(3'—5")-2'-O-(2-
methoxyethyl)-P-thioguanylyl-(3'—>5')-2'-O-(2-
methoxyethyl)-5-methylcytidine

tout-P-ambo-2'-O-(2-méthoxyéthyl)-P-thioguanylyl-
(3'—>5")-2'-0-(2-méthoxyéthyl)-5-méthyl-P-thiocytidylyl-
(3'—>5")-2'-0-(2-méthoxyéthyl)-P-thioadénylyl-(3'—5')-
2'-0-(2-méthoxyéthyl)-P-thioguanylyl-(3'—>5')-2'-O-(2-
méthoxyéthyl)-P-thioadénylyl-(3'—5')-2"-désoxy-P-
thioguanylyl-(3'—5')-2'-désoxy-P-thioguanylyl-(3'-5')-
P-thiothymidylyl-(3'—5")-2'-désoxy-P-thioguanylyl-
(3'>5")-2'-désoxy-P-thioadénylyl-(3'—5')-2'-désoxy-P-
thioadénylyl-(3'—5')-2'-désoxy-P-thioguanylyl-(3'-5')-
2'-désoxy-5-méthyl-P-thiocytidylyl-(3'—5")-2'-désoxy-P-
thioguanylyl-(3'—5')-2'-désoxy-P-thioadénylyl-(3'—5')-
2'-0O-(2-méthoxyéthyl)-P-thioadénylyl-(3'=5")-2'-O-(2-
méthoxyéthyl)-P-thioguanylyl-(3'—>5')-2'-O-(2-
méthoxyéthyl)-5-méthyl-P-thiouridylyl-(3'—5')-2"-O-(2-
méthoxyéthyl)-P-thioguanylyl-(3'—5')-2"-O-(2-
méthoxyéthyl)-5-méthylcytidine

todo-P-ambo-2'-O-(2-metoxietil)-P-tioguanilil-(3'—>5')-5-
metil-2'-O-(2-metoxietil)-P-tiocitidilil-(3'—>5')-2'-O-(2-
metoxietil)-P-tioadenilil-(3'—5')-2"-O-(2-metoxietil )-P-
tioguanilil-(3'>5')-2'-O-(2-metoxietil)-P-tioadenilil-
(3'—5')-2"-desoxi-P-tioguanilil-(3'—>5')-2"-desoxi-P-
tioguanilil-(3'—5")-P-tiotimidilil-(3'—5')-2"-desoxi-P-
tioguanilil-(3'—>5')-2'-desoxi-P-tioadenilil-(3'>5')-2'-
desoxi-P-tioadenilil-(3'—5')-2"-desoxi-P-tioguanilil-
(3'—>5")-2'-desoxi-5-metil-P-tiocitidilil-(3'—5")-2'-desoxi-
P-tioguanilil-(3'—5")-2'-desoxi-P-tioadenilil-(3'—5")-2'"-
O-(2-metoxietil)-P-tioadenilil-(3'—>5")-2"-O-(2-
metoxietil)-P-tioguanilil-(3'—5')-5-metil-2'-O-(2-
metoxietil)-P-tiouridilil-(3'—>5')-2'-O-(2-metoxietil )-P-
tioguanilil-(3'—5")-2'-O-(2-metoxietil)-5-metilcitidina

CZ3OH309N8801 15P1QS19

(3'-5') G=C=A=G=A=d[G=G=T=G=A=A=G=C=G=A=]A=G=U=G=C

Legend  d:2'-deoxynucleotides o
X : 2'-O-(2-methoxyethyl)nucleotide /\\ /\
C, C, U : 5-methylnucleotide -sp-

A replication-defective herpes simplex virus encoding
human collagen type VIl alpha 1 chain (COL7A1).
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A recombinant replication-defective, non-integrating herpes
simplex virus-1 (HSV-1) (KOS strain) encoding two copies
of human collagen type VIl alpha 1 chain (COL7A1),
inserted into the immediate early (IE) infected cell protein 4
(ICP4) gene regions after deletion of both copies of ICP4
genes, under the control of the human cytomegalovirus
(hCMV) immediate early promoter and bovine growth
hormone polyadenylation signal (0GHpA). The infected cell
protein 22 (ICP22) gene is also deleted.

Un virus herpés simplex a réplication défectueuse codant
pour la chaine du collagéne humain de type VIl alpha 1
(COL7A1).

Un virus recombinant de I'herpés simplex-1 (HSV-1)
(souche KOS), non intégrateur et a défaut de réplication,
codant pour deux copies de la chaine du collagéne humain
de type VIl alpha 1 (COL7A1), insérées dans les régions du
géne de la protéine d'infection cellulaire précoce 4 (ICP4)
aprés délétion des deux copies des genes ICP4, sous le
contréle du promoteur précoce immédiat du
cytomégalovirus humain (hCMV) et du signal de
polyadénylation de I'hormone de croissance bovine
(bGHPpA). Le géne de la protéine d'infection cellulaire
précoce 22 (ICP22) est également supprimé.

Un virus herpes simplex deficiente para replicacion que
codifica para la cadena de colageno humano de tipo VIl alfa
1 (COL7A1).

Un virus herpes simplex -1 (HSV-1) (cepa KOS)
recombinante, no integrativo y deficiente en replicacién, que
codifica dos copias de la cadena de colageno humano de
tipo VIl alfa 1 (COL7A1), insertadas en las regiones del gen
de la proteina de infeccion celular inmediatamente
temprana 4 (ICP4) tras la delecion de las dos copias de
genes ICP4, bajo el control del promotor inmediatamente
temprano del citomeglovirus humano (hCMV) y la sefial de
poliadenilacion de la hormona de crecimiento bovina
(bGHpA). El gen de la proteina de infeccion celular 22
(ICP22) esta también delecionado.

N21-[N-(19-carboxynonadecanoyl)-L-y-glutamyl]-[N"4>E,
V>R, A%>P, $28>P, S29>P  Y¥">P]-human amylin (islet
amyloid polypeptide, IAPP, diabetes-associated peptide,
DAP, insulinoma amyloid peptide, INN: amlintide), (35-40)-
disulfide

N21-[N-(19-carboxynonadécanoyl)-L-y-glutamyl]-[N"4>E,
V>R, A%>P, S28>P, S29>P Y¥>P]-amyline humaine
(polypeptide amyloide des ilots, IAPP, peptide associé au
diabete, DAP, polypeptide amyloide de l'insulinome, DCI:
amlintide), (35-40)-disulfure

N21-[N-(19-carboxinonadecanoil)-L-y-glutamil]-[N"*>E,
V>R, A%>P, $28>P  S2>P Y3">P]-amilina humana
(polipéptido amiloide de los islotes, IAPP, péptido asociado
a la diabetes, DAP, polipéptido amiloide insulinoma, DCI:
amlintida), (35-40)-disulfuro
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3.2.5.1.1 Nomenclature - - N BT
3.2.5.1.2 Structure - - N BT
3.2.5.1.2 - N - B
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3.2.8.2.5 Process Validation and/or Evaluation - - - B
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