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Atopic	Derma--s	&	Psoriasis	
Highlights		

		



Atopic	derma66s		

•  Pathophysiology	
•  Associated	morbidity		
•  Topical	therapy		
•  Systemic	therapy	

	



Crisaborole	PDE4	inhibitor		
Primary endpoint: Success 
in ISGA* at 4 wks

Success in ISGA 
at all visits

*ISGA = Investigator’s Static Global Assessment
Paller et al. JAAD 2016;75:494



• Frew TEAEs in >1% in long-term 48-week open-label safety trial
- Atopic dermatitis flares (3.1%)
- Application  site burning or stinging in 2.3%
- Application site infection 1.2%

Tom et al. Pediatr Derm 2016;33:150; 
Zane et al. Pediatr Dermatol 
2016;33:380 

Eichenfield et al. JAAD 2017;77:641

Improvement in Pruritus

Paller et al. JAAD 2016;75:494

Minimal or no blood levels 
after topical application in 
children and adolescents

- No clinically important safety 
signals

Cost!	 Roflumilast	moderate	AD		Ph	2a	
RVT-501		mild	–moderate		Ph	2	



What’s	new	for	topical	therapy?	



mEASI	reduc6on		
mEASI reduction -42 (.025%) to -73 (3%) 
(all p<0.001) vs vehicle (-12) and TCL (-62)



Itch		

• Both daytime and nighttime pruritus 
reduction p<0.001 at all 
concentrations Pruritus with greater 
reduction by day 1

• Dose-dependent levels detectable in 
blood (52% with 3%) but far below 
when given orally (max dose per 
application 5g)

Reduction in Itch NRS

Daytime

Nighttime

Change in Wk 1



Bacteriotherapy		









Systemic	therapy-	emerging	targets/
therapies			

Ustekinumab

Secukinumab

ILV-094

Tezepelumab

GBR 830

Dupilumab

Nemolizumab 
BMS-981164 

Non-Lesional Acute Chronic

Tralokinumab 
Lebrikizumab 

JAK 
inhibitors

Apremilast

Noda S, Krueger JG, and Guttman-Yassky E. JACI 2015 

H4R inhibitor 

Other&InvesSgaSonal&Targets&for&AD&

KHK4083&

ANB020&



Dupilumab	
Dupilumab blocks the IL-4/IL-13 receptor/ligand system 

Thaci D, et al. EADV 2013: FC03.3. Sponsored by Regeneron Pharmaceuticals, Inc. and Sanofi 

Type I receptor 
B cells, T cells, monocytes, 

eosinophils, fibroblasts 

Type II receptor 
Epithelial cells, smooth muscle 
cells, fibroblasts, monocytes, 

activated B cells 

IL-4 IL-13 

IL-4Rα γc IL-4Rα IL-13Rα1 

JAK1 JAK3 

STAT6 STAT6 STAT3 

JAK1 TYK2 

Immune	dysregula-on		
Promote	T	cells,	
Eosinophils	recruitment	
	inflammatory	trafficking,		
Mast	cell	ac6va6on	and	
priming	
Il-31	produc6on	

Barrier	dysregula-on	
Reduce	barrier	pro6ens	
fillagrin,	AMPs,	
kera6nocyte	terminal	
differn6a6on		



CHRONOS2,† 

65* 

71* 

Time (weeks) 

48* 

50* 

13 

63* 

59* 

30 
23 

Patients Achieving EASI-75 Through Week 16 

*P<0.0001 vs placebo or placebo + TCS. †Presented data are from the FAS-52 of patients who completed the study before the data cutoff. Week 16 statistics use the FAS. 
Patients who used rescue therapy or withdrew from the trial were classified as nonresponders in the statistical analysis. 1. Ferrándiz C et al. Presented at: EADV 2017; September 13–17, 2017; Geneva, 
Switzerland. Abstract FC07.09. 2. Blauvelt A et al. Lancet 2017;389:2287–2303. 3. De Bruin-Weller M et al. Presented at: EADV 2017; September 13–17, 2017; Geneva, Switzerland. Abstract D3T01.1B. 
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Efficacy	at	1	year		



Itch		



?	Non	responders		







		



Conjunc6vi6s	treatment	on	Dupilumab	

•  Lubrica6ng	eye	drops		
•  Opthalmology	referral	
•  Steroid	eye	drops	
•  Topical	Csa	0.05%	opthalmic	emulsion	
•  Tacrolimus	0.03%	eye	ointment	compounded	

–  Wollenberg	et	al.	Conjunc1vi1s	Occuring	in	Atopic	Derma11s	
Pa1ents	treated	with	Dupilumab-	Clinical	Characteris1cs	and	
Treatment.	JACI	2018	



IL-13	inhibi6on		

Is	IL-13	inhibi6on	enough	for	controlling	AD	or	
do	we	need	dual	inhibi6on		
	
Two	Phase	2	trails	complete	
–  Librikizumab	
–  Tralokinumab	



TREBLE: Primary endpoints for lebrikizumab in 
patients with moderate to severe AD 

*P<0.05 vs placebo; SD, single dose 

Simpson EL, et al. EADV 2016, 32 
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Lebrikizumab Lebrikizumab 

Pruritus	VAS	
mean	change	from	baseline	
-34.9	to	-40.7	



Ustekinumab

Secukinumab

ILV-094

Tezepelumab

GBR 830

Dupilumab

Nemolizumab 
BMS-981164 

Non-Lesional Acute Chronic

Tralokinumab 
Lebrikizumab 

JAK 
inhibitors

Apremilast

Noda S, Krueger JG, and Guttman-Yassky E. JACI 2015 

H4R inhibitor 

Other&InvesSgaSonal&Targets&for&AD&

KHK4083&

ANB020&



Phase	2	study	of	Nemolizumab	(an6-IL	31	
receptor	monoclonal	an6body)	in	pa6ents	

with	moderate	to	severe	AD	

36 
Ruzicka T, et al NEJM 2017 

 Summary:  
! Reduction in pruritus of up 

to 60%  
! Improved quantity and 

quality of sleep 
! Improved QoL 
! Improvement in dermatitis 

Phase 2 study of nemolizumab in patients with 
moderate to severe AD 

% change of EASI at Week 12 
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35 

Mean ± SE; Per-protocol population, no imputation, excluded data after rescue therapy 

Ruzicka T, et al. NEJM 2017.  

Time course of percentage change in 
pruritus VAS 

Placebo 
0.1 mg/kg q4w 
0.5 mg/kg q4w 
2.0 mg/kg q4w 

Time course of percentage change 
in sleep disturbance VAS 
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Phase 2 study of nemolizumab in patients with moderate to 
severe AD: Change in pruritus and sleep disturbance VAS 



JAKs	

JAK	1						Upadaci6nib	(AbbVie)	
JAK	1						PF-04965842	(Pfizer)	
JAK	1/2		Baraci6nib	(Lily)		



Phase&2b&randomized,&placebo(controlled,&dose(ranging&trial&of&
JAK1&inhibitor&upadaciSnib&in&moderate&to&severe&AD&

•  Primary&endpoint:&Mean&%&change&in&EASI&score&at&Week&16&compared&with&placebo&
•  Key&secondary&endpoints:&ProporSon&of&paSents&achieving&EASI&90,&EASI&75,&IGA&0&or&1&at&Week&

16,&and&%&change&in&pruritus/itch&NRS&from&baseline&to&Week&16,&compared&with&placebo&

ClinicalTrials.gov:&NCT02925117&&
AbbVie&data&on&file.&Upadaci8nib&AD&Phase&2b&press&release;&available&at&h\ps://news.abbvie.com/news/press^releases&(accessed&September&7,&2017)&

Oral&upadaciSnib&30&mg&qd&(n=42)&

Oral&upadaciSnib&15&mg&qd&(n=42)&

Oral&upadaciSnib&7.5&mg&qd&(n=42)&

Double-blind treatment period  

Week&0& Week&88&Inclusion&criteria&
•  Age:&18–75&years&
•  EASI&score&≥16&&
•  BSA&≥10%&
•  IGA&score&≥3&
•  Inadequate&response&to&TCS&&
or&TCI&(or&topical&treatments&
medically&inadvisable)&

Exclusion&criteria&
•  Prior&exposure&to&a&JAK&
inhibitor&or&dupilumab&

R&

Oral&placebo&qd&(n=41)&

Week&16&

Period 2 

N=167&
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Dose&Response&in&all&primary&and&secondary&endpoints&

AbbVie&data&on&file.&Upadaci8nib&AD&Phase&2b&press&release;&available&at&h\ps://news.abbvie.com/news/press^releases&(accessed&September&7,&2017)&

Primary&endpoint:&&
%&change&in&EASI&score&

Key&secondary&endpoints:&&
Responder&rates&

Key&secondary&endpoint:&&
%&change&in&pruritus/itch&NRSa&

•  JAK&Inhibitors&seem&to&have&a&befer&safety&profile&in&AD&compared&to&RA&and&psoriasis&
•  No&herpes&zoster,&malignancies,&deaths&or&cases&of&pulmonary&embolism&or&deep&vein&&&&&&&
thrombosis&were&reported&

*P<0.05,&†P<0.01,&‡P<0.001&vs&placebo&aItch&rated&from&0&(no&itch)&to&10&(worst&imaginable&itch)&





Baraci-nib	in	pa-ents	with	moderate	to	severe	
Atopic	derma--s:	a	phase	2	parallel,	double	blinded,	
randomized	placebo-controllled	mul-ple	dose	study	



New	treatments		



IL-33	

Ustekinumab

Secukinumab

ILV-094

Tezepelumab

GBR 830

Dupilumab

Nemolizumab 
BMS-981164 

Non-Lesional Acute Chronic

Tralokinumab 
Lebrikizumab 

JAK 
inhibitors

Apremilast

Noda S, Krueger JG, and Guttman-Yassky E. JACI 2015 

H4R inhibitor 

Other&InvesSgaSonal&Targets&for&AD&

KHK4083&

ANB020&



IL-33	
EASI Scores Following Single ANB020 Dose 
Rapid response and all patients achieved EASI-50 on or before Day 57

Timepoint
Average 

% EASI Score 
Reduction*

% Patients 
Achieving
EASI-50*

% Patients 
Achieving 
EASI-75*

Day -21 
(Baseline) 0% 0 0

Day 1 
(ANB020 Dosing) 4% 0 0

Day 15 58% 9 of 12 
(75%)

3 of 12 
(25%)

Day 29 61% 10 of 12 
(83%)

4 of 12 
(33%)

Day 57 62% 9 of 12 
(75%)

5 of 12 
(42%)

Day 78 62% 9 of 12 
(75%)

2 of 12
(17%)

Day 113 55% 8 of 12
(67%)

2 of 12
(17%)

Day 140 45% 5 of 12 
(42%)

3 of 12 
(25%)0%

10%

20%

30%

40%

50%

60%

70%

80%

90%

Day -21 Day 1 Day 15 Day 29 Day 57 Day 78 Day 113 Day 140

% Patients Achieving EASI-50

% Patients Achieving EASI-75

Average % EASI Score Reduction

* Relative to baseline upon enrollment at Day -21
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•  MOR106,	an	An1-IL-17C	mAb,	a	Poten1al	New	
Approach	for	Treatment	of	Moderate-to-severe	
Atopic	Derma11s:	Phase	1	Study	

	
•  Oral	ASN002,	a	Novel	JAK/SYK	inhibitor,	in	Pa1ents	
with	Moderate-to-Severe	Atopic	Derma11s:	A	
Randomized,	Double-Blind,	Placebo-Controlled	
Clinical	Study		



Psoriasis		

•  PSO	updates	“late	breakers”	
–  IL-17	
–  IL-23	
– Cardiovascular	disease	and	PSO		

•  How	to	choose?				



Psoriasis	whats	new?		

Hawkes	JE,	Chan	TC,	Krueger	JG.	JACI	(2017).	

An--IL-12/23	
ustekinumab	



 

 

 

 

 

 

 

 

 

 

 

 

 

 

Mean PASI Improvement in Patients Treated with Subcutaneous 
RISANKIZUMAB (0.25 and 1.0 mg/kg)  

18 

Drug 
Administration 

6/9 (66%) of patients who entered long term 
follow up maintained PASI 100 for 41−66 weeks  
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               Week after dose 

(N =9) 
(N =6) 

(N =10) 

(N =7) (N =9) (N =9) (N =5) 
(N =13) 

(N =13) 

(N =13) 

(N =13) 

(N =13) 

(N =13) 

Krueger et al.  J. Allergy Clinical Immunology.  Published on line 
12 March 2015 



Efficacy	and	safety	of	risankizumab:	results	from	two	double	
blind,	placebo	and	ustekinumab	controlled,	phase	3	trials	in	
moderate	to	severe	plaque	Psoriasis,	Ul-mate	1&2	







	
Dual	Neutraliza-on	of	Interleukin	(IL)-17A	and	IL-17F	
with	Bimekizumab	in	Moderate-to-severe	Psoriasis:	

Results	from	a	Phase	2b,	Randomized,	Double-
blinded,	Placebo-controlled,	Dose-ranging	Study			

	
•  PASI	90	at	Week	12-		Bimekizumab:	46.2%	-	79.1%	pa6ents	

placebo:	0%		(P<0.0001)	

•  PASI	100	at	Week	12-	Bimekizumab:	27%-	60.0%	versus	0%;	
(P≤0.0002)	

•  No	unexpected	or	dose-related	safety	risks	were	observed		





A	Phase	Iv,	Randomized,	Double-blind,	Placebo-
controlled	Crossover	Study	of	the	Effects	of	

Ustekinumab	on	Vascular	Inflamma-on	in	Psoriasis	
(The	Vip-U	Trial)		

	

Mediating factors 

• Pathophysiology 
Th1/17 inflammation (atherosclerosis, thrombosis, lipid metabolism) 
Epidermal proliferation (↑uric acid, oxidative stress) 
Angiogenesis (endothelial dysfunction) 

• Treatment 
Increase CV risk (e.g. cyclosporine, acitretin)? 
Decrease CV risk (e.g. methotrexate, TNF inhibitors)? 

• Psychosocial impact   
Depression, alcohol and smoking, lower socioeconomic status 

Genes and loci 
associated with 

psoriasis, diabetes 
and CV diseases 

PSORS2/3/4 
CDKAL1 
ApoE4 

TNFAIP32 

 

Environmental risk 
factors 

Smoking 
Obesity 

Psoriasis and co-morbidities experimental model 

Azfar RS, Gelfand JM. Curr Opin Rheum 2008;20:416–422.  

Figure from Kivelevitch et al Circ 
2017;136:277-280  



18-FDG PET CT demonstrates diffuse vascular inflammation, 
coronary CT reveals increased non calcified plaque and high 

risk plaque burden 

Mehta NN et al. Arch Derm. 2011;147: 1031-39 
Naik HB et al Arterioscler Thromb Vasc Biol. 2015 Dec;35(12):2667-76 
Lerman et al Circ 2017;136:263-276 

 

TBR	at	baseline	and	at	week	12	significantly	reduced	in	
the	ustekinumab	group	compared	to	placebo	(p=0.001).		
Can	Inhibi6on	of	IL12/23	in	psoriasis	lower	cardiovascular	
risk?		



How	to	choose?		

•  1.	?	Efficacy		
•  2.	?	Sustainability		
•  3.	?	Speed	of	ac6on	
•  4.	?	Comorbidi6es	(PsA)	
•  5.	?	Safety	



PASI	75		

PASI 75 



PASI	90		

PASI 90 



PASI	100	

PASI 100 





Adalimumab	

Guselkumab	

Blauvet	et	al.		J.	Am.	Acad.	Dermatol.		76:	405	(2017)			Voyage	1	Study	



Sustainable	efficacy?		

Secukinumab Delivers High and Long-lasting 
Skin Improvement Through 5 Years 

LOCF, last observation carried forward; MI, multiple imputation; n, number of evaluable patients in the as-observed analysis (the number of evaluable patients 

 in the MI and LOCF analyses was 168 at each time point); PASI, Psoriasis Area and Severity Index 
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aAt week 264, patients had been off treatment for ≥6 weeks. Error bars represent 95% CI 

Papp K, et al. EADV 2017, P1798 Sponsored by LEO Pharma 

PASI responses with brodalumab over 5 years 

• “As observed” data 
• Efficacy is maintained for up to 5 years 

PASI 90 
PASI 100 

PASI 75 

Patients off  
treatmenta 

n= 173 175 169 159 153 148 144 141 136 131 128 106 
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Amendment  
(at Week 123): 

17% of patients (30/181) had 
dose increased back to 210 

mg due to inadequate 
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Amendment  
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Griffiths CEM, et al. EADV 2017, D3T01.I Sponsored by Janssen Research and Development LLC 

VOYAGE1: PASI 90 & PASI 100 response with guselkumab through 2 years 

PASI 90 PASI 100 

n= 329 329 307 290 
n= 174 165 161 158 
n= 334 334 279 158 

n= 329 329 307 290 
n= 174 165 161 158 
n= 334 334 279 158 
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Long-term	efficacy	of	Guselkumab	treatment	afer	
drug	withdrawal	and	retreatment	in	pa-ents	with	

moderate	to	severe	psoriasis:	results	from	VOYAGE2		

median	-me	to	
loose	PASI	90=	15.2	
weeks	



ustekinumab	

risankizumab	

Papp	et	al.			NEJM	376:1551	(2017)	



?	Speed		
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=	IL-17s	



?	Pregnancy			

a2/16 infant samples excluded from per protocol analysis set (1 missing data at birth, 1 due to implausible PK data [ie, data not consistent with pediatric CZP 
PK model, based on expected range of clearance, volume of distribution, and subsequent elimination t½]); b2 samples not collected; c1 umbilical cord excluded 
due to missing data; dUmbilical cords were collected within 1 h of delivery. BLQ, below limits of quantitation of the assay; LLOQ, lower limit of quantitation 

Kimball A, et al. EADV 2017, FC04.03 Sponsored by UCB Pharma 

CRIB: Maternal and infant plasma and umbilical cord levels of 
certolizumab pegol 

Plasma CZP levels (n=14 mother–infant 
pairsa) 
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1 infant had minimal CZP level of  
0.042 μg/mL, mother’s level was  
49.4 μg/mL (infant/mother ratio: 
0.0009) 

Plasma CZP levels in umbilical cord 
(n=15c) 
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Psoria-c	arthri-s	
Conclusion

Class Peripheral 
Arthritis:
Signs/Symptoms

Inhibition of 
XRAY 
Progression

Enthesitis Dactylitis Skin Nails

IL-17 Mabs yes yes yes yes 4+ Yes
IL-23 Mab yes ? yes yes 4+ Probably yes
Tofacitinib yes ? ?yes ?yes 1-2+ ?yes
Abatacept yes ? ? ? no ?
TNF inhibitors yes yes yes yes 2-3.5+ yes



Genital	PSO		
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sPGA of Genitalia (0,1)   
NRI, Blinded Treatment Period, ITT Population 

* p<.01 vs. PBO; † p<.001 vs. PBO 
ITT=Intent-to-Treat; IXE Q2W=80 mg ixekizumab every 2 weeks; NRI=non-responder imputation; PBO=placebo; sPGA=static Physician’s Global Assessment  
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♦ 7 out of 10 ixekizumab-treated patients achieved clear or almost clear genital skin at Week 12 
♦ Percentage of patients achieving clear or almost clear genital skin was significantly greater for 

ixekizumab as early as Week 1 

60%	had	a	>3	point	
reduc6on	in	NRS	Itch	at	
12	weeks	



Palmoplanter	psoriasis		
	
	



Goolieb	A.	Secukinumab	shows	significant	efficacy	in	palmoplantar	
psoriasis:	Results	from	GESTURE,	a	randomized	controlled	trial.	J	Am	
Acad	Dermatol.	2017		





Selec6on	is	mul6factorial		
Scenario		 TNF	 IL-12/23	 						IL-23	 IL-17	

Long	term	data	 Emerging		 No	long	term	
data		

	emerging			

PsA	 FDA	approved		 ?	Phase	2	 FDA	approved		

Crohns	disease	 	
	

FDA	approved		 TBD	 Warning	

Associated	MI/
CVA	

Yes		 TBD	 TBD	 TBD	

CHF	 Warning		 No	warning		 No	warning		 No	warning		

MS	 Warning		

Ease	of	
Administra6on		

Obesity	 Infliximab	
preferred		

Weight	based	
dosing	

Flexible	dosing		

Rapid	onset		

Long	term	
persistence	

Yes	+	 Yes	+	


