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Kronik plak psoriasis
Guttat psoriasis
Eritrodermik psoriasis
Pustuler psoriasis
Fleksural psoriasis
Psoriatik artrit

Tirnak psoriasisi

PSORIASIS
Klinik tipler

Chronic plaque psoriasis

Red, scaly plaques in
discrete patches. The
extent of body surface
area covered varies widely
from patient to patient.

Guttate psoriasis

Multiple small,
red spots, usually
on the trunk and
limbs.

Inverse/flexural
psoriasis

Very red scale-free
lesions that form in
skin folds.

Pustular psoriasis

White blisters surrounded
by red skin, which may be
localized to a particular
area, but which can also
cover the whole body.

Erythrodermic psoriasis

Severe red inflammation and
skin shedding covering most
of the body. A rare but
dangerous form of the disease
that can cause patients to lose
excessive amounts of heat
through the skin.



IL36RN, AP1S3, CARD14
HLA-Cwé ile baglantili degildir

v Piistller, eritem, pullanma
v Ates, yorgunluk, agri, CRP artrsi, notrofilik kolanijit
GPP + Hepatik, renal, respiratuar ve kardiyovaskiler yetmezlik, olim
v GPP, plak psoriyazisle birlikte veya plak psoriyazis olmaksizin ortaya
cikabilir

» Keskin sinirlara sahip simetrik plaklar HLA-Cwb
Pullar, eritem, endiirasyon [L23R ve IL12B dahil birden fazla baglantisi
v Gri/giimis-beyaz skuamlar bulunmaktadir

Plak psoriyazis



Patogenez

* |L-36 receptor (IL-36RN) mutasyonu
* IL-36; IL-1 pro-inflamatuar sitokin ailesiniden
 IL36RN resesif mutasyonu jeneralize pustuler psoriasisile iligkili

* Bu mutasyon palmoplantar pustuloz ve acrodermatitis continua of
Hallopeau’'da da (+)

« Daha once plak psoriasis olan hastalarda CARD14 fonksiyonel
mutasyonu gelismesi de jeneralize pustuler psoriasis gelisiminde
predispozan bir faktor
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GPP ve Plak Psdriyazis Patolojisi Farkli Mekanizmalarla Ortaya Cikmaktadir'-

Her iki yolak da yakindan iliskilidir ve ¢apraz iletisim s6z konusudur; bu da pozitif bir enflamatuvar déngu olusturmaktadir

Jeneralize Plistiler Psoriyazis Plak Psoriyazis

Notrofil kokenli proteazlar
keratinositler, DC'ler veya
~ LC'ler aracihgyla IL-36'yi
- uyarir

Proliferasyon, bariyer
- disfonksiyonu, keratinositlerin
sitokemokin Uretimi

Notrofil, T hiicresi, DC
ve monosit
toplanmasi

Dendritik
hiuicre

Oto-enflamasyon Otoimmunite

Tanimlar ve referanslar slayt notlarinda bulunmaktadir.



Pustuler psoriasis (GPP)

» Lokositoz

Yuksek ESR
Hipokalsemi
Elektrolit bozukluklari
Hipoalbuminemi

KC enzim bozuklugu
Ciddi durumlarda sepsis, hepatik, respiratuar, renal disfonksiyon
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Review of treatments for generalized pustular
psoriasis manuscript

GPP[4]. Some medications are chosen over others, depending on disease severity or speed of

onset of the treatment. Unfortunately, there is a lack of high-quality evidence for the medications

used in GPP, with the majority of studies being uncontrolled with small sample sizes, likely in

part due to the rarity of the disease. Thus, further research needs to be conducted in order to

determine optimal treatment approaches for various types of generalized pustular psorasis to

maximize efficacy and safety outcomes.




Treatment of pustular psoriasis: From the Medical
Board of the National Psoriasis Foundation

Table 1. Evidence levels for first-line adult GPP
therapies
Adult GPP - _ —
3 5 Disease Treatment Evidence
Fll’S.l L"."e expression maosdality level References
Cy‘tlc :Sr;;’:m AdultGPP,  Cyclosporine M 4, 14
T S first line Infliximab 1] 17-21
Infliximab Methotrexate 1] 4,14, 18
Retinoids A 22
]] 4, 14
\) 17
Table I1. Evidence levels for second-line adult GPP
therapies
Adult GPP
Second Line Drisease Treatment Evidence
Adalimumab expression maodality level References
Etanercept Adult GPP, Adalimumab 1 23
PUVA (in combination) second line Etanercept 1 20, 24-26
Topical corticosteroids PUVA ] 27-29
Topical calcipotriene Topical 1] 30, 31
Topical tacrolimus tacrolimus
(Topical therapy for more limited discase or as adjunctive treatment) Combination ] 20, 23, 27,
therapy 28, 32-34
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Abstract

Generalized pustular psoriasis (GPP) is a rare, severe neutrophilic skin disorder characterized by sudden widespread erup-
tion of superficial sterile pustules with or without systemic inflammation. GPP flares can be life-threatening if untreated
due to potential severe complications such as cardiovascular failure and serious infections. Currently, there are no GPP-
specific therapies approved in the USA or Europe. Retinoids, cyclosporine, and methotrexate are the most commonly used
non-biclogic therapies for GPP. The evidence that supports the currently available treatment options is mainly based on
case reports and small, open-label, single-arm studies. However, recent advances in our understanding of the pathogenic
mechanisms of GPP and the identification of gene mutations linked to the disease have paved the way for the development
of specific targeted therapies that selectively suppress the autoinflammatory and autoimmune mechanisms induced during
GPP flares. Several biologic agents that target key cytokines involved in the activation of inflammatory pathways, such as
tumor necrosis factor-a blockers and interleukin (IL)-17, IL-23, and IL-12 inhibitors, have emerged as potential treatments
for GPP. with several being approved in Japan. The evidence supporting the efficacy of these agents is mainly derived from
small, uncontrolled trials. A notable recent advance is the discovery of JL3G6RN mutations and the central role of IL-36
receptor ligands in the pathogenesis of GPP, which has defined key therapeutic targets for the disease. Biologic agents that
target the IL-36 pathway have demonstrated promising efficacy in patients with GPP, marking the beginning of a new era
of targeted therapy for GPP.
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Table 1 Non-biologic systemic therapies for generalized pustular psoriasis

Drug Mechanism of action

Efficacy and onset of action

General safety considerations

Methotrexate The exact mechanism is unknown. It is proposed 1o sup-
press DNA synthesis and induce apoptosis of keratino-
cytes [1]

Cyclosporine Inhibits the production of inflammatory cytokines by
T cells through inhibition of caleineurin [6, 77

Retinoids MNormalizes keratinization and epidermal cell prolifera-
tion and may suppress the production of proinflamma-
tory cytokines, including TNFa, [L-1, and IL-6 [78]

MMF Immunosuppressive agent that acts through inhibition of

de novo purine synthesis [79]

Hydroxyurea Amntimetabolite that is considered an effective treatment
for chronic psoriasis [80]

Apremilast Inhibits phosphodiesterase-4 in immune cells, leading
to decreased levels of proinflammatory cytokines and

chemokines [41]

Efficacy in GPP has been demonstrated in several

retrospective studies and case reports. Clearance of skin
lesions could be achieved within 3—3 months [29]

Efficacy is comparable with that of other non-biologics,
based on case reports and retrospective studies [6, 30]

The efficacy of acitretin has been demonstrated in case
reports and retrospective studies. A retrospective study
demonstrated that acitretin disrupted the formation of
new pustules within 3 days, and skin lesion remission
was observed within 5-7 days [33]

In a retrospective study conducted in 1330 patients with
GPP from a national Japanese registry, orally admin-
istered etretinate exhibited higher efficacy rates than
cyclosporine, methotrexate, or corticosteroids; however,
the efficacy measures were not defined [20]

MMF (2 giday) improved the cutaneous status of patients
within 1 week of treatment. The patients remained well,
without requiring any treatment during follow-up for
4 months [25, 39]

The evidence that supports the use of hydroxyurea is
limited. In a prospective, non-randomized study that
included 80 patients with chronic plague psoriasis and
GPP with more than 20% body surface area involve-
ment and psoriatic erythroderma, a good treatment
response (up to 50% reduction in PASI score) was
reported in 39/76 patients (77.6%) [40]

In a case report, improvement of plaque psoriasis and
GPP was noted after 2-3 weeks of treatment. Complete
clearance of plague psoriasis and GPP was noted 6
weeks after starting apremilast, with sustained remis-
sion of psoriatic plagues and pustular flares for
9 months at the time of this writing [41]

Contraindicated during pregnancy [29]
May cause hepatotoxicity and hematotoxicity [29]

Pregnancy category C [1]

Long-term use is associated with hypertension and
renal dysfunction [6, 30]

Teratogenic; contraindicated in pregnancy [1]

Long-term use may be associated with osteoarticular
symptoms and adversely affect bone growth in children
[1.31]

The most commonly reported AEs associated with MMF
are Gl-related. including nausea, vomiting, diarrhea,
abdominal cramps, constipation, soft stools, and frequent
stools [79]

All patients showed lesional pigmentation [40]

Mild-to-moderate AEs have been reported, including
diarrhea, nausea, headache, and nasopharyngitis [41]
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Table 2 Biologic systemic therapies for generalized pustular psoriasis

Drug

Efficacy and onset of action

General safety considerations

ITNFa-blocking agents [55)
Infliximab

Adalimumab

Etanercept

1L-17 inhibitors [21, 22, 26]
Brodalumab

Ixekizumab

Secukinumab

IL-23 inhibitors [23]
Guselkumab

Infliximab is reported to have a rapid onset of action (1-3 days) based on
assessment of pustule clearance: however, the efficacy measures were not
defined [30]

In a national, multicenter, retrospective study conducted among patients with
GPP (N = 11) at a French university hospital, patients were treated with the
TNFa inhibitors etanercept. infliximab, and adalimumab. For those treated
with adalimumab. remission was achieved by two of three patients. and
time to remission was 7—28 days. The efficacy of TNFa-blocking agents
was based on the number of pustules and recurrence of GPP flares [55]

In a study that included 10 Japanese patients with GPP, adalimumab
treatment was effective and well tolerated for up to 52 weeks [67]

Case studies demonstrated successful treatment of patients with GPP using
etanercept [57, 59, 61, 68]

In an open-label, multicenter, long-term, phase III study of 12 Japanese
patients with GPP or erythrodermic psoriasis, brodalumab treatment was
effective: by Week 12 of treatment, 83.3% of the patients were in
clinical remission or experienced improvement in GPP symptoms. and by
Week 52, 91.7% were in clinical remission or experienced improvement
in GPP symptoms. Efficacy was defined using PASI. CGI, and Psoriasis
Symptom Scale scores [26]

In a phase III study that included five patients with GPP, ixekizumab treat-
ment resulted in achievement of the study endpoints in 4/5 patients (80%).
The clinical measures used were PASI. itch numeric rating scale. and
Dermatology Life Quality Index [22, 53]

In a phase III. multicenter. open-label trial. treatment with secukinumab
resulted in improved CGI score in 83.3% of patients. Moreover. the area of
erythema with pustules improved as early as Week 1 and resolved by
Week 16 in most patients. The improvements were maintained throughout
52 weeks based on PASIL. CGI, and JDA severity index scores [21]

Results from a phase IIl. multicenter, open-label study involving 10 patients
with GPP showed guselkumab treatment resulted in rapid onset of action.,
with response observed within 1 week of treatment. The efficacy was
assessed using CGIL PASI und JDA severity index scores The median per-
centage improvement in PASI was 86.8% and the treatment success based
on the JDA severity index was 100% [23]

Increased risk of serious infections [81]

Increased risk of lymphoma and other malignancies [60]
May induce GPP flares [7]

Immunogenicity may limit its efficacy [33]

The most commonly reported AE was nasopharyngitis (33.3%). Five serious
AEs occurred during the study: however. none were considered treatment-
related [26]. Arthralgia, headache. and fatigue were the most common AEs
associated with brodalumab [82]

Ixekizumab is generally safe and effective in patients with GPP. The most
frequently reported TEAESs associated with ixekizumab include nasopharyn-
gitis, eczema, injection-site reaction. and seborrheic dermatits [22, 53]

Secukinumab is well tolerated with no unexpected safety signals. Nasopharyn-
gitis, urticaria, diabetes mellitus, and arthralgia were the most frequent AEs
reported [21]

The TEAES reported overall were nasopharyngitis (6/21, 28.6%).
gastroenteritis, nausea. arthralgia, and alopecia (2/21, 9.5% each) [23]
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Drug Efhcacy and onset of action General safely considérations

IL-23 and IL-12 inhibitors [50]

[lstekinnmah In a case series of four patients with GPP, nstekinnmab treatment indnced Ustekinnmah is well tolerated withont any known complications or severe
sustained remission in all patients. This response was independent of infections [50)]

IL-1 inhibitors [45, 48, 49]
Canakinumab

Gevokizumab

Anakinra

IL36RN mutations and was consolidated by combination with low doses of
the retinoid acitretin [70]

In a case study of one patient, ustekinumab induced rapid resolution of
symptoms within 4 weeks of treatment and the patient remained in
remission for 2.5 years on a maintenance dose of ustekinumab 43 mg every
12 weeks [30]

In a case report, 1-year treatment with canakinumab suppressed GPP
symptoms and was well tolerated [49]

In a case study of two patients with GPP, gevokizumab resulted in a 79% No notable AEs were related to gevokizumab, although one patient developed

and 65% reduction in GPPASI scores at Weeks 4 and 12, respectively, with  an abscess in a hematoma secondary (o an injury [48]
some improvements in quality-of-life instruments |4%|

In a 45-year-old patient who presented with a GPP flare following a Gl tract
infection that was resistant to adalimumab, treatment with anakinra sup-
pressed the formation of new pustules by Day 9 and normalized the CRP
level and leukocyte count [45]




Yeni biyolojikler

Future ireatment options
IL-36 receptor inhibitors [19, 51]

Spesolimab (Bl 655130) In the phase [, proof-of-concept trial, a single, intravenous dose of Drug-related AEs were observed in 57.1% of patients; all AEs were mild or
10 mg/kg spesolimab resulted in rapid (within 1 week) skin and pusiule moderate [19]
clearance that was sustained up o Week 20 [19]. In Effisayil™ 1, a 12-week,
double-blind, randomized, placebo-controlled, phase 11 study in patients
with a GPP flare, 33 patients were randomized 2:1 to receive a single
900 mg intravenous dose of spesolimab or placebo [52]. A GPPGA pustula-
tion subscore of (0 at Week 1 was achieved by 19/33 patients (54.3%) receiv-
ing spesolimab versus 1/18 (5.6%) of those receiving placebo, and a GPPGA
score of (V1 at Week 1 was achieved by 15/35 patients (42.9%) receiving
spesolimab versus 2/18 (11.1%) of those receiving placebo [32]. At Week 4,

16/35 patients (45.7%) receiving spesolimab achieved 75% improvement in
GPPASI versus 2/18 (11.1%) of those receiving placebo [52]

Imsidolimab { ANBO19) Currently being developed for the treatment of GPP [44]
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NEW Product Specific J-Code: J1747
A Permanent J-Code for SPEVIGO® (spesolimab-sbzo) injection has been
approved and is effective April 1, 2023. The new code is J1747 and is

described as Injection, spesolimab-sbzo, 1 mg.



GPP ve Plak Psdriyazis Patolojisi Farkli Mekanizmalarla Ortaya Cikmaktadir'-

Her iki yolak da yakindan iliskilidir ve ¢apraz iletisim s6z konusudur; bu da pozitif bir enflamatuvar déngu olusturmaktadir

Jeneralize Plistiler Psoriyazis Plak Psoriyazis

Notrofil kokenli proteazlar
keratinositler, DC'ler veya
~ LC'ler aracihgyla IL-36'yi
- uyarir

Proliferasyon, bariyer
- disfonksiyonu, keratinositlerin
sitokemokin Uretimi

Notrofil, T hiicresi, DC
ve monosit
toplanmasi

Dendritik
hiuicre

Oto-enflamasyon Otoimmunite

Tanimlar ve referanslar slayt notlarinda bulunmaktadir.



IL-36 Yolaginin Kontrol Edilemeyen Aktivasyonu Enflamatuvar
Plstller Deri Hastaliginin Altinda Yatan Yolaklari Yonlendirebilir'-3

Antagonistteki
fonksiyon kaybi

mutasyonu, ) na
. sirme
regtilasyon @ 1L-360,B,7
olmaksizin
calismasina
olanak
tanimaktaduyl=3 ot
" 8) A O
I \‘t | :, ’: ‘,“.%w&&\&\&%)}\_’g,)@)");
L B g
IL-1RACP IL-36R - @?\g@& - -
vy é L-36a By Pro-enflamatuvar
@, - P - NF-«B, ERK'ler, o =il
' > - MAPK'ler (IL-1, IL-6, IL-12,
Agonistlerin asiri IL-23)87 .

ekspresyonu, asiri
yolak
sinyalizasyonuna
yol agabilir4>
-

o

Regqiilasyon Bozuklugu

Olan
Enflamatuvar
Sinvyalizasyon'-4

Keratinositlerin
proliferasyonunu ve
farklilasmasini indikler

Pro-enflamatuvar sitokinler ve
akut faz reaktanlarini arttirir

Epidermiste notrofil
infiltrasyonunu destekler

ERK, hiicre disi sinyalle regiile edilen kinaz; IL, interlokin; IL-36R, IL-36 reseptord; IL-36RA, IL-36 reseptor antagonisti; IL-TRACP, IL-1 reseptor aksesuar proteini; MAPK, mitojen ile aktive edilmis protein kinaz; NF-«B, aktive

edilmis B hicrelerinin niikleer faktor « hafif zincir arttiricisi.

1. Marrakchi S, et al. N Eng/J Med. 2011;365:620; 2. Onoufriadis A, et al. Am J Hum Genet. 2011;89:432; 3. Sugiura K, et al. / Invest Dermatol. 2013;133:2514; 4. Johnston A, et al. J Allergy Clin Immunol. 2017;140:109; 5.

Ganesan R, et al. MAbs. 2017;9:1143; 6. Bassoy EY, et al. Immuno/ Rev. 2018;281:169; 7. Gabay C, et al. / Leukoc Biol. 2015;97:645.



GPP, IL-36RA'da Fonksiyon Kaybi ve Asiri IL-36 Ekspresyonuyla

Baglantilidir’->

IL-36R Agonistlerinin Asiri Ekspresyonu

IL-36, GPP hastalarinin lezyonlu derisinde anlamli
olctide asiri ekspresyona ugramaktadiri-2

Saglikli kontrol GPP Pustullerin eslik ettigi GPP

)

\_

IL-36RA'da Fonksiyon Kaybi Mutasyonu

IL-36RA fonksiyonunun kaybedilmesi GPP'ye yol
acmaktadir3->

GPP hastasl
DermNet New Zealand'in izniyle tekrar
basiimistir.

Periferik kandaki CXCL8 (IL-8) diizeyleri

Kontroller (n = 4)

Hastalar (n =5)
1 1 1 1 1 1 1

0 100 200 300 400 500 600
CXCLS8, pg/ml

CXCL, C-X-C motif ligandi; GPP, jeneralize pUstller psoriyazis; IL, interlokin; IL-36R, IL-36 reseptori; IL-36RA, 1L-36 reseptdr antagonisti.
1. Johnston A, et al. J Allergy Clin Immunol. 2017;140:109; 2. D’Erme AM, et al. J Invest Dermatol. 2015;135:1025; 3. Onoufriadis A, et al. Am J Hum Genet. 2011;89:432; 4.

Marrakchi S, et al. N Engl J Med. 2011;365:620; 5. Sugiura K, et al. J Invest Dermatol. 2013;133:2514.




Spesolimab: IL-36R Inhibisyonu Pusttler Deri Hastaligi Altinda Yatan
Pro-enflamatuvar Yolaklarin Aktivasyonunu Inhibe Edebilir'2

\
[ ’?\ Mutasyo 4
Y na

Asiri IL-360, B, v

ekspresyonu1 < ugramis
Q % IL-36RA! Atenue IL-36
Enflamatuvar
@,\ o  SPesolimab Sinyalizasyonu?
\ S
> « Sitokin Uretimine yol acan
enflamatuvar yaniti engeller

Spesolimab IL-36R'ye
IL-36a, IL-36 ve % % /\
IL-36y'nin baglanmasini
bloke eder?

o~

/"/ - ‘? &w R - NF-B, ERK ve
IS ~«w AR 1}!3“;1}1»»},",! 3 MAPK

sinyalizasyonu?

&

J
N

¢ SPésolimab ile hedefe yonelik

inhibisyon IL-36

kaynakli enflamasyonu bloke
edebilir?

IL-1RAcP IL-36R

J

Bu bilesik arastirma asamasindadir. Giivenliligi ve etkililigi hentz belirlenmemistir.

ERK, hiicre disi sinyalle regtle edilen kinaz; IL, interldkin; IL-36R, IL-36 reseptord; IL-36RA, IL-36 reseptor antagonisti; IL-TRACP, IL-1 reseptor aksesuar proteini;
MAPK, mitojen ile aktive edilmis protein kinaz; NF-«kB, aktive edilmis B hiicrelerinin nikleer faktor k hafif zincir arttiricisi.

1. Marrakchi S, et al. N Eng/J Med. 2011;365:620; 2. Ganesan R, et al. MAbs. 2017;9:1143



Fibroblastlardaki Enflamatuvar Sitokin Uretimini Dogrudan inhibe
Eder

| ] Primer Insan Keratinositleri
10.000 |~

B 550.000 —

£ 8000 - = -
3 b % 450.000 C
a 6000 @ 350.000 —
00 B [a) |
= 4000~ 2 250,000 -
2000 £ °_I? 150.000 —

0= 1 1 1 1 1 50.000 [~ ] ! ] 1 1
0,01 1 100 0,01 1 100
Antikor Konsantrasyonu, nM . Antikor Konsantrasyonu, nM p

« Spesolimab, doza bagimli bir sekilde IL-36 ligand uyarisina yanit olarak primer insan
keratinositlerindeki/dermal fibroblastlardaki IL-8 Uretimini inhibe eder

« Bulgular, spesolimabin puUstiler psériyazis patogenezinin ayirici 6zelliklerinden biri olan
derideki pro-enflamatuvar sitokin salgilanmasini engelleyebilecegine isaret etmektedir

Bu bilesik arastirma asamasindadir. Givenliligi ve etkililigi henlz belirlenmemistir.
IL, interl6kin; MSD, Meso Scale Discovery.
Ganesan R, et al. Mabs. 2017;9:1143.






GPP'de Spesolimab ile Gergeklestirilen Faz | Calisma (1368-0011)%2

GPP hastalarinda yapilan tek kollu, acik etiketli, kavram kanitlama calismasi

Tarama

A J Spesolimab?
NCT02978690 tek doz, 10 mg/kg IV

1. GUn 20. Hafta

Primer sonlanim noktasi: 8. Haftada ilagla iliskili advers olaylar olarak tanimlanan advers reaksiyon gortlen hastalarin yizdesi?

Sekonder sonlanim noktalari: 2. Haftada GPPASI toplam skorunda baslangica gére meydana gelen yizdelik degisim; 2. Haftada
GPPGA toplam skoru 0 veya 1 olan hastalarin orani; 2. Haftada FACIT-Yorgunluk skorunda baslangica gére meydana gelen
degisim; 2. Haftada agri VAS skorunda baslangica gore meydana gelen degisim?



GPPASI, PASI'nin GPP'ye Spesifik Olarak Degistirilmis Hali Olup Klinik
Galismalarda Yaygin Olarak Kullanilan Bir Sonlanim Noktasidirt

Plak Ozelligi

Eritem
Endiirasyon/kalinhk

Pullanma

Etkilenen Alan Yiizdesi

Alan skoru (B)
Etkilenen her viicut
bélgesi icin ylizdelik
deder olarak tutulum
derecesi (her bélge, 0
ila 6 arasindaki bir
skorla puanlanir)

PASI?

Ust
Ekstremitel
er

Lezyon Skoru

0=Yok

1 = Hafif

2 =0rta
siddetli

3 =Siddetli

4 = Cok siddetli

Alan Skoru Ust
Ekstremitel
er
0=%0
1=%1-%9

2 =%10-%29
3 = %30-%49
4 = %50-%69
5=%70-%89
6 = %90-%100

4 ayri toplam deger elde etmek amaciyla her viicut bélgesi icin 3 skor birbirine eklenir (A).

Govde

Alt
Ekstremitel
er

Alt
Ekstremitel

er

4 ayri alt toplam deger (C) elde etmek amaciyla her viicut bolgesi icin lezyon skoru toplami (A) alan

skoruyla (B) carpilir.

Alt toplamlar (C)

Alt toplamlarin (C) her biri o bolgenin temsil ettigi viicut ylzey alani miktariyla carpilir,
yani, bas icin x 0,1, Gst ekstremiteler i¢in x 0,2, gévde icin x 0,3 ve alt ekstremiteler icin x 0,4.

Viicut Yiizey Alani

x 0,1 x 0,2
Toplamlar (D)

x0,3

x 0,4

Son PASI skorunun elde edilmesii¢in her viicut bolgesinin skoru birbirine eklenir.

Her viicut bolgesi (bas, govde, Ust
ve alt ekstremiteler) igin kizariklik
(eritem), pustuller ve pullanmaya

(deskuamasyon) yonelik skorlar
bu alanlarin etkilenme yuzdesiyle
birlestirilir

Bilesen Skoru

GPPASI2

i?alﬁeSkoru Tutulum Yiizdesi
v Yok

1 >0ila<10

2 10ila<30

3 30ila<50

& 50ila<70

> 70ila<90

. 90 ila 100

Eritem (E) Tz COEERER e s dnedr | skl
temiz

N . Neredeyse . . . . .

Pustdller (P) Temiz . Hafif Orta siddetli Siddetli
temiz

Deskuamasyon (D) Temiz Ne::r(:](ia;/se Hafif Orta siddetli Siddetli

GPP, jeneralize pistiiler psoriyazis; GPPASI, Jeneralize Pistiiler Psriyazis Alan ve Siddet indeksi; PASI, Psoriyazis
Alan ve Siddet indeksi.
1. Fredriksson T, Pettersson U. Dermatologica. 1978;157:238; 2. Boehringer Ingelheim. Data on file.



GPPASI

PUstul skoru

Temiz Gorunlr pustal yok
Neredeyse D'l:.]§4l:.]k yoéunluklu,.yfer Yer"
] kiguk, sinirlari belirli pustaller
temiz (birlesme gostermeyen)
Orta yogunluklu,
. gruplanmis, birbirinden ayri
Hafif kiiguk pusttller
(birlesme géstermeyen)
. Bir miktar birlesme
Orta dereceli gosteren yiiksek yogunluklu

pustuller

’ﬁf’f?f Pistller gollenme
| gosteren

'»ﬂ cok yuksek

! '4& yogunluklu pistiller

Eritem skoru Pullanma/kabuklanma skoru
Asinmis alan icin derecelendirme yapilmaz

0
Normal veya
post-enflamatuvar
hiperpigmentasyon
Soluk, yaygin pembe
veya hafif kirmizi

1
2) Qﬁ
3

Pullanma veya
kabuklanma
yok

Lezyonlarin periferleri ile
sinirl yizeysel fokal
pullanma

veya kabuklanma

Agirlikli olarak ince
yayillim gosteren
pullanma veya
kabuklanma

Acik kirmizi

A

Parlak
kirmizi

4
Koyu ates
kirmizisi

Lezyonlarin gogunu veya
tamamini orten

orta dereceli pullanma veya
kabuklanma

Lezyonlarin gogunu veya
tamamini orten

siddetli pullanma veya
kabuklanma




Tek Doz Spesolimab, 20. Haftaya Kadar lyi Tolerabilite Gostermekte ve
Siddetli veya Ciddi AE Gorulmemektedir

* Tim hastalar calismayi 20. haftaya kadar tamamlamistird

* lyi givenlilik ve tolerabilite profili

Dort hasta ilagla iliskili AE'ler (arastirmaci tarafindan
degerlendirilen) gorilmis ve timi hafif veya orta

siddetli olarak derecelendirilmistir
Siddetli veya ciddi AE gortulmemistir

Laboratuvar parametreleri cogu hastada
normal bulunmustur

20. Haftaya Kadar Goriilen AE'lerin Ozeti

Herhangi bir AE
Siddetli AE

ilacla iliskili AE
Eozinofili
Kusma
Usiime
Agri®
Ust solunum yolu enfeksiyonu
idrar yolu enfeksiyonu
inflizyonla iliskili reaksiyon
Artralji

Ciddi ilagla iliskili AE



Spesolimab Tedavisi GPPASI ve GPPGA'da Hizli ve Stirekli Bir lyilesme Saglamistir
ITT)

)
c
Q@ Etkililik
O O -20 o
= : “‘\o sonlanim
(72} c o )
g = S 90 -
OEg 55 807
oy < /07 ; ¢
=10 D) M < 60 - |
1‘3 o9 60 o 1
w © O A S 50 A
c 9 o « 40 - :
<o 80 1 o © |
5 — 30 - '
T o i
o 100 o c 204 :
38 > 107 |
120 e . - ' > 0 — Y T ?
1. 1 2 4 12 20 o 1.Ginl 2 4 12b 20b
Gln Hafta Hafta
Kaynak: Bachelez H, et al. N Engl J Med. 2019;380(10):981-983. Telif Hakki® 2019 Massachusetts Kaynak: Bachelez H, et al. N Engl J Med. 2019;380(10):981-983. Telif Hakki® 2019
Medical Society. Massachusetts Medical Society izniyle tekrar basiimistir. Massachusetts Medical Society. Massachusetts Medical Society izniyle tekrar basiimistir.

l

Bu bilesik arastirma asamasindadir. Guivenliligi ve etkililigi hentiz belirlenmemistir.

GPP, jeneralize pustuler psoriyazis; GPPASI, jeneralize pustiler psoriyazis alan ve siddet indeksi; GPPGA, jeneralize pustiler psoriyazis hekimin genel degerlendirmesi; ITT, tedavi edilmesi amaglanan.
aTedavi edilen gruba (N = 7) dayali veriler; ® 12. ve 20. haftalarda 1 hasta (hasta 5) metotreksat almis ve kurtarma tedavisi almis olarak siniflandirilmistir.

Bachelez H, et al. New Eng/ J Med. 2019;380:981.




IL36RN Mutasyonu Olan ve Olmayan Hastalarda 1. Hafta

Hasta 2 Hasta 4

GPPGA=3 GPPGA =2 GPPGA=1 GPPGA=3 GPPGA=1

Kaynak: Bachelez H, et al. N Engl J Med. 2019;380(10):981-983. Telif Hakki © 2019 Massachusetts Medical Society. Massachusetts Medical Society izniyle tekrar basilmistir.

Bu bilesik arastirma asamasindadir. Guvenliligi ve etkililigi henliz belirlenmemistir.
GPP, jeneralize pustiler psoriyazis; GPPGA, Jeneralize Pustiller Psoriyazis Hekimin Genel Degerlendirmesi; IL36RN, interlokin 36 reseptor antagonisti mutasyonu.
Bachelez H, et al. N EnglJ Med. 2019;380:981.



Effisayil™ 1: GPP'de Spesolimab ile Gerceklestirilen Faz Il Calisma (1368-0013)

GPP alevlenmesi olan hastalarda gerceklestirilen cok merkezli, cift kor, randomize, plasebo kontrollU ¢alisma

Kor plasebo (tek doz IV)

o I T ) Acik etiketli
rimer sonlanim noxktast: Sekonder sonlanim noktalari: GPPASI7S; uzatma
. SHA SIS USEI I A BL Agri VAS; PSS; FACIT; GPPGA 0/1; 1368-0025
Sekonder sonlanim nol|(talar||: ) GPPGA piistiillesme alt skoru 0/1;
GPPGA 0/1; GPPASI50; GPPASI'de BL'ye gore GPPASIS0; GPPASI'de BL'ye gore % azalma
\ % azalma p
J < Calisma sonu?
Hafta 4 12 28
Gin G1 G2G3 G4 G5G6 G7 G8 G15 G22 G29 57

Bu bilesik arastirma asamasindadir. Glvenliligi ve etkililigi hentiz belirlenmemistir.

BL, baslangig; G, giin; FACIT, Kronik Hastalik Tedavisinin Fonksiyonel Degerlendirmesi; GPP, jeneralize piistiiler psériyazis; GPPASI, Jeneralize Piistiiler Psériyazis Alan ve Siddet indeksi; GPPASI50, Jeneralize Piistiiler Psoriyazis Alan ve Siddet
indeksinde %50 azalma; GPPASI75, Jeneralize Piistiiler Psériyazis Alan ve Siddet indeksinde %75 azalma; GPPGA, Jeneralize Piistiiler Psériyazis Hekimin Genel Degerlendirmesi; IV, intravendz; PSS, Psériyazis Semptom Olgegi; R,
randomizasyon; VAS, gorsel analog skala.

3 Bazi hastalar 12. Haftada ¢alisma sonuna ulasacaktir, buna karsilik diger hastalar daha sonraki bir zaman noktasinda ¢alisma sonuna ulasabilir; ayrintilar icin slayt notlarina bakiniz.

ClinicalTrials.gov numarasi: NCT03782792. Erisim tarihi: 29 Ekim 2020.



Effisayil™ 2: GPP'de Spesolimab Faz Ilb Calisma (1368-0027)

GPP alevlenme 6yklsU olan hastalarda cok merkezli, cift kor, randomize, paralel gruplu, plasebo kontrollt ¢alisma

—> Spesolimab: tedavi kolu 1 SC D ( A
Randomizasyon zamaninda stabil

hastaligi olan ve GPP alevlenmesi _ Acik etiketli
oykusl olan hastalar (12-75 uzatma
yasinda) 1368-0025

N =120

NCTO£395837 \ /

Hafta 1 44 48 64

2L

T

Primer sonlanim noktasi:
48. haftaya kadar olan stirede ilk GPP
alevlenmesine kadar gegen zaman

Sekonder sonlanim noktalari:

* 48. Haftaya kadar > 1 GPP alevlenmesi ortaya ¢ikmasi

* 48. Haftaya kadar ilk PSS kotlilesmesine kadar gegen zaman
» 48. Haftaya kadar ilk DQLI kotllesmesine kadar gecen zaman

* Sirdarulebilir remisyon (kurtarma ilaci veya arastirmaci tarafindan recete edilen SOC almaksizin, 48. Haftaya kadar olan tiim vizitlerde GPPGA'nin
0 veya 1 olmasi)
* 64. Haftaya kadar tedaviye bagli advers olaylarin (TEAE'ler) ortaya ¢ikmasi
Bu bilesik arastirma asamasindadir. Guvenliligi ve etkililigi hentiz belirlenmemistir.

DQLI, Dermatoloji Yasam Kalitesi indeksi; GPP, jeneralize piistiiler psériyazis; GPPGA, Jeneralize Pistiiler Psoriyazis Hekimin Genel Degerlendirmesi; PSS, Psdriyazis Semptom Olcegi; R, randomizasyon; SC, subkutan; SOC, bakim
standardi.ClinicalTrials.gov numarasi: NCT04399837. Erisim Tarihi: 12 Ocak 2021.
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Jeneralize Piistiiler Psoriyazise Yonelik
Spesolimab Calismasi

H. Bachelez, S.-E. Choon, S. Marrakchi, A.D. Burden, T.-F. Tsai, A. Morita, AA. Navarini,
M.Zheng, J.Xu, H-Turki, M.J. Anadkat, S. Rajeswari, H. Hua, S.D. Vulcu, D. Hall, K. Tetzlaff, C.
Thoma ve M.G. Lebwohl, Effisayil 1 Calisma Arastirmacilari adina*

OZET

Tablo 1. Hastalarin Baglangigtaki Demografik ve Klinik Ozellikleri.*

Ozellik
Yas - yil
Vicut agirhgr - kg
Kadin cinsiyet - sayi (%)
Irk - sayr (%)t
Asyali
Beyaz
GPPGA toplam skoru — say1 (%)%
3
4
GPPGA pistillesme alt skoru — sayi
(%)§
2
3
4
Medyan GPPASI toplam skoru (IQR)Y
IL36RN mutasyonu — sayi (%) |
Evet

Hayir

Spesolimab
(N =35)

43,2+12,1
73,7424,0
21 (60)

16 (46)
19 (54)

28 (80)
7 (20)

6 (17)

16 (46)

13 (38)
27,4 (15,5-36,8)

5 (14)
24 (69)

Plasebo
(N =18)

42,6184
68,8+26,6
15 (83)

13 (72)
5 (28)

15 (83)
3(17)

5 (28)

7(39)

6 (33)
20,9 (12,0-32,0)

2 (11)
12 (67)

* Arti—eksi degerler ortalama +SD'yi gdstermektedir. IQR, geyrekler arasi araligi ifade

etmektedir.
1 Irk, hasta tarafindan bildirilmistir.

T Jeneralize Pustller Psoriyazis Hekimin Genel Degerlendirmesindeki (GPPGA) skorlar
0 (temiz deri) ila 4 (siddetli hastalik) araligindadir.
§ GPPGA pustillesme alt skorlari 0 (gortinir pustil yol) ila 4 (siddetli pistillesme)

araligindadir.

1] Jeneralize Pustiiler Psériyazise Yonelik Psoriyazis Alan ve Siddet indeksindeki
(GPPASI) skorlar 0 (en az siddetli) ila 72 (en siddetli) araigindadir.

| Bes hastada homozigot mutasyon (dérdi p.Leu27Pro ile ve biri p.Ser113Leu ile) ve iki
hastada heterozigot mutasyon (p.Ser113Leu; p.Serl13Leu/p.Vald4Met)
gorulmustir. Veritabani kilidi tarihinde (18 Ocak 2021), DNA sekanslamasi (lllumina
MiSeq ile hedefe yonelik yeniden sekanslama) ti¢ hastada heniiz tamamlanmamistir
ve yedi hastanin numuneleri eksik kalmistir.

Tablo 2. Primer ve Kilit Sekonder Etkililik Sonlanim Noktalari.
Spesolimab Plasebo
Sonlanim Noktasi (N =35) (N =18)
Primer sonlanim noktasi: 1. haftada GPPGA pustullesme alt skoru 0
Yanit — hasta sayisi (%) 19 (54) 1(6)
Plaseboya kiyasla fark (%95 GA) — ylzdelik puan 49 (21-67)
P degeri* <0,001
Kilit sekonder sonlanim noktasi: 1. haftada GPPGA toplam skoru 0 veya
1
Yanit — hasta sayisi (%) 15 (43) 2 (11)
Plaseboya kiyasla fark (%95 GA) — yuzdelik puan 32 (2-53)
P degeri* 0,02

* Suissa-Shuster z-toplu testi yoluyla hesaplanan iki tarafli P degerleri gosterilmektedir.

BULGULAR: Toplamda 53 hasta kaydedilmistir: 35'i spesolimab ve 18'i plasebo almak lizere randomize edilmistir.
Baslangicta spesolimab grubundaki hastalarin %46'sinin ve plasebo grubundakilerin %39'unun GPPGA
plstillesme alt skoru 3 ve sirasiyla %37'sinin ve %33'tnlin pustillesme alt skoru 4 olmustur. 1. haftanin sonu
itibariyle spesolimab grubundaki 35 hastanin toplam 19'unda (%54), buna karsilik plasebo grubundaki 18
hastanin 1'inde (%6) pustillesme alt skoru 0 olmustur (fark, 49 ylzde puan; %95 gliven araligi [GA], 21 ila 67;
P<0,001)

35 hastanin toplam 15'inin (%43), buna karsilik plasebo grubundaki 18 hastanin 2'sinin (%11) toplam GPPGA
skoru 0 veya 1 olmustur (fark, 32 ylizde puan; %95 GA, 2 ila 53; P=0,02). Spesolimab alan 2 hastada ilag
reaksiyonlari bildirilmistir, bunlardan 1'inde ilaca bagli karaciger hasariyla es zamanh gorilmistir. Spesolimab
grubuna randomize edilen hastalar arasinda enfeksiyonlar birinci haftada 6/35 hastada (%17); arastirmanin
herhangi bir zamaninda spesolimab alan hastalarda enfeksiyonlar 12. haftada 24/51 hastada (%47) gorilmastar.
En az bir doz spesolimab almis 50 hastanin 23'linde (%46) anti-ila¢ antikorlari saptanmistir.



laca karsi antikor gelisimi (ADA)

ADA'lar, spesolimab uygulamasindan medyan 2.3 hafta sonra saptanmistir?
* Enaz1dozspesolimab alan 23/50 (%46) hastada ADA gelismis

Bununla birlikte ADA'larin gelisiminin, 1. Haftadaki veya zaman icindeki
spesolimab glivenliligini ve etkililigini etkilemedigi goriilmekte



* DRESS Olgu 1: 40 yasinda kadin hasta, 2003'ten beri GPP'si

mevcut
Karaciger

.. . . enzimlerinde
Vicut Sic.: 38,1° C azalma egilimi

Karaciger enzimlerinde
.. . . artis: AST 64 U/L, ALT 52
Vicut Slcc.. 38,5 Vicor WBC: U/L, AP 65 U/L; AST 368 U/L, Karaciger
Kan Keltors Sic.- 39° 15.560/pl ~ WBC: 15.830/ul; ALT 303 U/L, WBC: enzimlerinde
negatit pA Foz: %1,5 Idrar analizi: WBC 75/l AP 118 U/L 10.600/ul normallesme
. Derl Iezyo'nlgrlr]'do Kotulesme,
levl . 2 saat sonra eritem odem, yeni pucys_f%l)@me yok (BSA
GPP alevlenmesi ve édemde iyilesme r ° .
baslangici, olasi sepsis SAE: IYE, DILI I(DREK?S in parcasi
olara
Gin
. . TV SETuroksim
e v Sepismir%Lf\;:/)hem Randomizasyon: kesilmistir/IV o iYE icin IV Hastaneden
A c¢in IV spesolimab sefepim 2 g TP : & . taburcu
yatiriimigtir sefuroksim 1,5 g 900 mg TID'ye kesilmistir siprofloksasin edilmigtir
uie baslanmistir
|
|

Parasetamol 1g




* DRESS Olgu 2: 34 yasinda kadin hasta,
>20 yildir GPP'si mevcut

AST ve ALT'de AST ve ALT'de : o
6 X ULN'ye azalma: AST 78; ALT orossep’rlcr]?nrglﬂigi\r/we ama
yUkselme 122; total AST/ALT/WBC P st nfradertn e
Eozinofiller: biliyubih 5 umol/L; r).ormgle” yapilmistr. 48. ve 96.
650/ul Eozinofiller: 1000/l dénmustor saatlerde negatif
Semptomlar, GPP Hastanin kutandz semptomlari@
kotUlesmesiile DRESS'le Ayak bilegdi DRESS'in ilk dUzelmesinden aylar
birlikte jeneralize iliskilendirilen o6demive Deri eriosivonu sonra spiramisin yeniden
dokuntU olarak ayak ddemi arfraljimevcut ivile rpr)wi »‘:ir yUklemesiyle ayni paternde
belgelenmistir yiesmis tekrarlamistir

Giin 148/151 Aylarsonra

Hastaneye Acik etiketli
IV spesolimalb
yatriimighr 500 Mg

3 Kutan6z semptomlar: jeneralize eritem, pullar ve deskuamasyon, pustil olmamasi ve avuglarinda ve ayak tabanlarinda kayda deger tutulum - sonuncu semptom, énceki GPP alevlenmeleri sirasinda atipiktir).
Laboratuvar referans araliklarn: AST (15-31 U/L); ALT (14-34 U/L); Total Bilirubin (3-21 pmol/L); eozinofiller (0-400).
Data on file.
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IMPORTANT SAFETY INFORMATION INDICATION
CONTRAINDICATIONS SPEVIGO is indicated for the treatment of generalized pustular psoriasis (GPP)
SPEVIGO is contraindicated in patients with severe or life-threatening flares in adults.

hypersensitivity 1o spesolimab-sbzo or to any of the excipients in SPEVIGO.
Reactions have included drug reaction with eosinophilia and systemic
symptoms (DRESS).

WARNINGS AND PRECAUTIONS

Infections: SPEVIGO may increase the risk of infections. In patients with a chronic infection or a history of recurrent infection, consider the potential risks and expected
clinical benefits of treatment prior to prescribing SPEVIGO. Treatment with SPEVIGO is not recommended for use in patients with any clinically important active infection
until the infection resolves or is adequately treated. Instruct patients to seek medical advice if signs or symptoms of clinically important infection occur after treatment with
SPEVIGO.

Risk of Tuberculosis: Evaluate patients for tuberculosis (TB) infection prior to initiating treatment with SPEVIGO. Do not administer SPEVIGO to patients with active TB
infection. Consider initiating anti-TB therapy prior to initiating SPEVIGO in patients with latent TE or a history of TB in whom an adequate course of treatment cannot be
confirmed. Monitor patients for signs and symptoms of active TB during and after SPEVIGO treatment.

Hypersensitivity and Infusion-Related Reactions:

* SPEVIGO-associated hypersensitivity reactions may include immediate reactions such as anaphylaxis and delayed reactions such as drug reaction with eosinophilia
and systemic symptoms (DRESS).
* Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS) has been reported in clinical trials with spesolimab-sbzo in subjects with GPF.
= If a patient develops signs of anaphylaxis or other serious hypersensitivity, discontinue SPEVIGO immediately and initiate appropriate treatment.
= If a patient develops mild or moderate infusion-related reactions, stop SPEVIGO infusion and consider appropriate medical therapy (eg, systemic antihistamines
and/or corticosteroids). Upon resolution of the reaction, the infusion may be restarted at a slower infusion rate with gradual increase 1o complete the infusion. @

Vaccinations: Avoid use of live vaccines in patients treated with SPEVIGO. No specific studies have been conducted in SPEVIGO-treated patients who have recently received
live viral or live bacterial vaccines.

[€] Acad Dermatol Ve, odf o~ Bl TR-Immunolocy- oot =y B pSL Communicat.. ooty e Bl SPP cummary sli . ooty o~ Tamdnd gdster
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® IT a patent develops S1gns or anapnylaxis or otner Serious Nypersensitvity, aiscontinue SPEVIGU immeaiately and initiate approprate treatment.
* [f a patient develops mild or moderate infusion-related reactions, stop SPEVIGO infusion and consider appropriate medical therapy (eg, systemic antihistamines
and/or corticosteroids). Upon resolution of the reaction, the infusion may be restarted at a slower infusion rate with gradual increase to complete the infusion.

Vaccinations: Avoid use of live vaccines in patients treated with SPEVIGO. No specific studies have been conducted in SPEVIGO-treated patients who have recently received

live viral or live bacterial vaccines.

ADVERSE REACTIONS
Most common adverse reactions reported in greater than or equal to 5% of patients treated with SPEVIGO in the clinical trial were asthenia and fatigue, nausea and vomiting,
headache, pruritus and prurigo, infusion site hematoma and bruising, and urinary tract infection (UTI).

Specific Adverse Reactions

* Infections: The most frequent adverse reactions that occurred in subjects treated with SPEVIGO were infections. During the 1-week placebo-controlled period of
the Effisayil-1 clinical trial, infections were reported in 14% of subjects treated with SPEVIGO compared with 6% of subjects treated with placebo. Serious infection
(UTI) was reported in 1 subject (3%) in the SPEVIGO group and no subjects in the placebo group. Infections observed through Week 1 in Effisayil-1 in subjects treated

with SPEVIGO were mild (29%) to moderate (71%).
* Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS): Two cases of DRESS were reported in Study Effisayil-1 in subjects with GPP who were treated

with spesolimab-sbzo. RegiSCAR DRESS validation scoring (with the following categories: “no”, “possible”, “probable”, or “definite” DRESS) was applied to the
reported cases. Reported cases were assessed as “no DRESS” and “possible DRESS™.

Clinical Development

* Guillain-Barre syndrome (GBS): Among approximately 750 subjects exposed to spesolimab-sbzo during clinical development, GBS was reported in 3 subjects who
received various doses of spesolimab-sbzo via various methods of administration in clinical trials for unapproved indications.

* Injection Site Reactions: During clinical development, injection site reactions (including injection site erythema, injection site swelling, injection site pain, injection
site induration, and injection site warmth) occurred with spesolimab-sbzo.

CL-SPG-100002 09.01.2022

Please see SPEVIGO Prescribing Information, including Medication Guide.
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Study Design

Efficacy

Safety

Dosing and Administration Resources

The recommended dose of SPEVIGO is a single
continuous IV infusion of 900 mg administered over 90

minutes?

IT flare symptoms persist, an additional 900 mg IV dose may be administered 1 week after the initial

dose.!

Patient presants with a
GPP flare and diagnosis
is astablished®

Prior to initial treatment,
evaluate patients for
TB infection'™

*SPEVIGO initlation is not

Initiate SPEVIGO

An IV of 900 mg

(2 X 450 mg/7.5 mL
[60 mg/mL] wials)
administered over

20 minutes®

IMPORTANT SAFETY INFORMATION

One weeak
continuous
monitoring for
pustular
clearance's
flare symptoms®*

Contact a Sales Consultant

@

Monitor patients for
hypersensitivity reactions,
such as DRESS and active

T8 infection’

Pustules cleared/flare
symptoms improvement!

After 1 week'

Flare symptoms
persist

View More -~

Initiate 2nd dose of
SPEVIGD

An IV of 900 mg
(2 X 450 mg/7.5 mL
[&0 mg/mL] vials)
administerad over
90 minutes'

INDICATION

Infusion S



