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SpA: Clinical disease and spectrum  

 

Axial 
manifestations 

SpA with  
associated IBD 

Enteropathic  
arthritis 

Reactive arthritis Undifferentiated  
peripheral SpA 

Peripheral 
manifestations 

? 

AxSpA and 
 nr-axSpA 

Psoriatic 
arthritis 

Relationships among the  
Spondyloarthritides 

Adapted with permission from: Proft F, Poddubnyy D. Ther Adv Musculoskelet Dis 2018;10:129–39; Duba AS and Matthew SD. Prim Care 2018;45(2):271–287 



AxSpA: Effect of inflammation over time 

Robinson et al. Nat Rev Rheumatol 2021  

nr-AxSpA → r-AxSpA 
 

16%  
after a mean of 2.4 yrs 

 
 Male gender 
 HLA-B27 + 
 Inflammation on MRI 
 Good response to NSAIDs 

Poddubnyy et al. EULAR 2022 OP149  
 



AxSpA: treatment goals  

Control symptoms and reduce inflammation 

Prevent structural damage 

Normalise / preserve functional status 

Maximise health-related quality of life 



Case presentation: history 

  Θωμάς, 32 ετών 
 Εργάζεται σε κατασκευαστική εταιρεία και εποπτεύει έργα σε διάφορες 

περιοχές της Ελλάδας και του εξωτερικού 
 

 Από «μικρή ηλικία»: άλγος στην οσφύ χαμηλά αρχικά χειρότερα 
αριστερά, κατόπιν και συμμετοχή της ΑΜΣΣ και της ΟΜΣΣ 
 
  - επιδείνωση με την ανάπαυση 
 - νυχτερινή αφύπνιση 
 - πρωινή δυσκαμψία που διαρκεί περίπου 20-30 λεπτά 
 - ανταπόκριση στα ΜΣΑΦ που διαρκεί για λίγες ώρες 
 

 Ηπίως αυξημένη ΤΚΕ και CRP διαπιστωμένα από παλιά, χωρίς σαφή 
εξήγηση 
 

 EAMs: PsO (-), uveitis (-), enthesitis (-), dactylitis (-) 
 



Case presentation: clinical examination - labs  

Hb: 13.6 g/dl, MCV: 92 fL, WBC: 6480 (Π 69%, Λ 22%), PLT: 367000 

Cr:1.0 mg/dl UR: 36mg/dL, Glu: 101 mg/dl 

AST/ALT: 18/9 U/L (<34/<55), CK: 175 mg/dL 

TChol: 197 mg/dL, HDL: 45mg/dL, LDL: 112 mg/dL, TGs: 90mg/dL  

CRP: 8.6 (<5 mg/dl), ΤΚΕ 42 mm/h,  

Γενική ούρων : RBC: 0-1, WBC: 0-1, Λευκ: (-) 

HLA-B27 (-) 

ΑΠ=110/70mmHg, Σφύξεις=86/min,  

Θ=36.4οC, Αναπνοές=12/min 

SatO2=98% (FiO2 21%) 

Κλινική εξέταση  
Χωρίς εικόνα περιφερικής αρθρίτιδας 
Χωρίς εικόνα ενθεσίτιδας 
 
FABER (+) αριστερά 
Μειωμένη ROM στην εκατέρωθεν στροφή της 
ΑΜΣΣ (ΔΕ: 65ο, ΑΡ 60ο) και στην πρόσθια 
κάμψη της ΟΜΣΣ (Schober 15 -> 19.5 cm) 
 



Case presentation: imaging 



Case presentation: imaging 



Case presentation 



 

Rudwaleit et al ARD 2009 

Chronic back ≥ 3 months AND age of onset < 45 yo 

Axial spondylarthritis 

Sacroiliitis on 
imaging 

+ 
≥ 1 SpA feature 

HLA-B27 (+) 
+ 

≥ 2 other SpA 
features 

nr-AxSpA 

OR 

r-AxSpA 

Sacroiliitis on imaging 
• Definite radiographic sacroiliitis 

according to mNY criteria 

• Active inflammation on MRI highly 

suggestive of sacroiliitis 

SpA features 
• IBP 

• Arthritis 

• Enthesitis 

• Uveitis 

• Dactylitis 

• Psoriasis 

• Crohn’s/colitis 

 
 
• Good response 

to NSAIDs 

• Family history 

of SpA 

• HLA-B27 

• Elevated CRP 

ASAS classification criteria for AxSpA 



Treatment choices in AxSpA: before the prism 

van der Heidje et al. ARD 2017 



INFAST trial  

How many patients will respond to NSAIDs? 

Sieper et al. ARD 2014  

ASAS partial remission 

ASAS 40 response 

ASAS 20 response 

ASAS major improvement 34.1% 

72.5% 

35.3% 

56.9% 



Can patients continue to take NSAIDs long term? 

Sieper et al. ARD 2015; van der Heidje et al. ARD 2017  

ENRADAS trial 

“Due to the known safety profile of NSAIDs, potential side 
effects are  an important consideration for prescribing long-

term, continuous treatment 

Comorbidities should be considered before continuous 
treatment with NSAIDs, particularly cardiovascular disease, 

gastrointestinal, and kidney comorbidities” 



Case presentation: metrics 

BASDAI: 5.2 
BASFI: 4.8 
ASDAS-CRP: 3.1  



AxSpA: advanced therapy 



AxSpA treatment choices in 2022: the prism of advanced therapy 



IL-17i TNFi 
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1. van der Heijde et al. Arthritis Rheum 2005; 2. Davis et al. ARD 2005; 3. van der Heijde et al. Arthritis Rheum 2006;  
4. Inman et al. Arthritis Rheum 2008; 5. Sieper et al. ARD 2014; 6. Baeten et al. NEJM 20157. Dougados et al. ARD 2019 



Treatment choices in AxSpA: JAK inhibitors 

Deodhar et al ARD 2021 
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Tofacitinib in r-AxSpA 

~3/4 pts were  
biologic naïve  
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van der Heijde et al Lancet 2019 
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In the multiplicity-controlled analysis, the proportion of patients 
who achieved ASAS40, BASDAI 50, and ASAS partial remission were 
statistically significantly higher for upadacitinib versus PBO 

Placebo (N=94) UPA 15 mg QD (N=93) 

Upadacitinib in r-AxSpA 

Primary endpoint 
WK 14 



Treatment choices in AxSpA: JAK inhibitors 

Deodhar et al ARD 2021; van der Heijde et al Lancet 2019; van der Bosch EULAR 2022 OP0016   

TOFA study 
Tofacitinib 
Phase III 

SELECT-AXIS 1 
Upadacitinib 
Phase II/III 

SELECT-AXIS 2 
Upadacitinib 

Phase III 

SELECT-AXIS 2 
Upadacitinib 

Phase III 

Patients 
Majority bDMARD-naïve  

~1/5 TNF-IR 
bDMARD-naïve bDMARD-IR 

Majority bDMARD-naïve  
~1/3 bDMARD-IR 

Treatment arms 
• TOFA 5mg BD for 48wks 
• PBO for 16wks followed by 

TOFA 5mg BD for 32wks 

• UPA 15mg OD for 104wks 
• PBO for 14wks followed by 

UPA 15mg OD for 90wks 

• UPA 15mg OD for 104wks 
• PBO for 14wks followed by 

UPA 15mg OD for 90wks 

• UPA 15mg OD for 104wks 
• PBO for 52wks followed by 

UPA 15mg OD for 52wks 

Sample size 269 187 420 314 

Primary 
endpoint 

ASAS 20 at week 16 ASAS 40 at week 14 ASAS 40 at week 14 ASAS 40 at week 14 

r-AxSpA nr-AxSpA 



ASAS-EULAR recommendations for the management of AxSpA 

EULAR 2022 



ASAS-EULAR recommendations for the management of AxSpA 

EULAR 2022 



AxSpA treatment choices in 2022: the prism of advanced therapy 

IL-17i 

TNFi 

JAKi 



Which drug to choose in real life practice? 



Which drug to choose in real life practice? 

Previous treatment 
What if there is:   - Lack of response   
  - Intolerance to therapy 
  - Secondary treatment failure 

Presence of Extra-articular manifestations 
What if there is:   - Uveitis 
  - Psoriasis 
  - Inflammatory bowel disease 

Patient Preferences 
Consider:   - Medication characteristics (route, dose interval, monitoring) 
  - Efficacy  
  - Safety   - Cost 



Presence of Extra Articular Manifestations (EAMs) 



Presence of Extra-articular manifestations 

Adapted from Fragoulis et al Rheumatology 2020 

Drug class 
TNFi IL-17i JAKi 

AxSpA ++ ++ ++ 

Uveitis ++ ? ? 

IBD ++ -- UC++ / CD (+) 

Psoriasis ++ +++ +/++ 

Hidradenitis 
suppurativa ++ (+) ? 



Patient Preferences 



Patient preference: Route of administration 

Choi et al Arch Rheumtol 2021 



Patient preference: Speed of action 

Inman et al. Arthritis Rheum 2008; Baeten et al. NEJM 2015 

MEASURE-1 GO-RAISE 



Upadacitinib in AxSpA: speed of action 

van der Heijde et al Lancet 2019 
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A greater proportion of patients in the upadacitinib arm 
achieved ASAS40 from Week 2 onwards, and at every 
time point assessed to Week 14, compared with placebo Placebo (N=94) UPA 15 mg QD (N=93) 

ASAS 40 response 



Upadacitinib in AxSpA: speed of action 

van der Heijde et al Lancet 2019 

Placebo (N=94) UPA 15 mg QD (N=93) 

• From Week 2 onwards, a greater improvement in ASDAS was observed for upadacitinib vs PBO for all time points assessed 
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Safety 

Burmester GR, et al. ACR 2021; Poster 1691. 

Integrated RA 
safety data 

(up to 4.5 years)* 

Jun 30, 
2020 

MTX monotherapy 314 637.4 10.4 (8.0, 13.2) 

ADA 40 mg + MTX 579 1051.8 13.3 (11.2,15.7) 

UPA 15 mg pooled 3209 7023.8 13.0 (12.2,13.9) 

AS safety data 
(up to 2 years)‡ 

Jun 30, 
2020 

UPA 15 mg 182 291.1  6.2 (3.7, 9.8) 

Integrated PsA 
safety data 

(up to 3 years)† 

Jun 30, 
2020 

ADA 40 mg 429 549.7 9.6 (7.0, 12.2) 

UPA 15 mg pooled 907 1247.2 10.3 (8.6, 12.1) 

E/100 PY (95% CI) n PY 

0 5 10 15 20 25 30

E/100 PY (95% CI) 

Data cut 

EAERs of serious AEs 

The rate of serious AEs in the 
SELECT-AXIS 1 trial was low 

Rates of serious AEs observed 
with UPA 15 mg were similar 
to those observed with MTX 

monotherapy or ADA for 
patients with RA and PsA 



Safety 

Burmester GR, et al. ACR 2021; Poster 1691. 

Integrated RA 
safety data 

(up to 4.5 years)* 

Jun 30, 
2020 

MTX monotherapy 314 637.4 0.8 (0.3, 1.8) 

ADA 40 mg + MTX 579 1051.8 1.1 (0.6, 2.0) 

UPA 15 mg pooled 3209 7023.8 3.3 (2.9, 3.8) 

AS safety data 
(up to 2 years)‡ 

Jun 30, 
2020 

UPA 15 mg 182 291.1 1.7 (0.6, 4.0) 

Integrated PsA 
safety data 

(up to 3 years)† 

Jun 30, 
2020 

ADA 40 mg 429 549.7 0.5 (-0.1, 1.2) 

UPA 15 mg pooled 907 1247.2 3.8 (2.8, 4.9) 

Most HZ events with UPA were 
non-serious and involved a 

single dermatome 

HZ was reported more often 
with UPA compared to ADA 

or MTX in RA and PsA 

EAERs of HZ 

E/100 PY (95% CI) n PY 

0 1 2 3 4 5

E/100 PY (95% CI) 

Data cut 

Ophthalmic involvement 
with UPA was reported in 

RA (13 cases) and PsA 
(1 case), but no cases were 

reported in AS 



Effect of JAKi on pain 

1. Dominguez E et al. J Neurosci 2010;30(16):5754–5766; 2. Xu XJ et al. Cytokine 1997; 9:1028–1033; 
3. Harrington R et al. J Inflamm Res 2020:13;519–531; 4. Wallenstein GV et al. Clin Exp Rheum 2016;34(3):430–442; 5. Popiolek-Barczyk K, Mika J. Curr Med Chem 2016;23:2908–2928. 

• In rodent models, inhibiting 
JAK-STAT3 activity reduced 
expression of IL-6 family cytokines 
and NFκB, reducing inflammation, 
allodynia, and joint destruction1,2  

 

• JAKis block signaling through 
multiple cytokines, including IL-6 
signaling via JAK1 inhibition3  

 

• Rapid pain relief may be reported 
when commencing JAKi therapy, 
before measurable reductions in 
CRP or ESR4 

 

Role of JAKs in pain signaling5 

JAK 

Cytokine 
receptors 

TLRs GPCRs IL-17A 

IL-6 

IL-1β 

Pronociceptive factors (e.g. IL-6) Antinociceptive factors (e.g. IL-10) 

Pronociceptive gene expression Antinociceptive gene expression 

Inhibition of JAK/STAT3 
 

Activation of JAK/STAT3 
 
 

Neuropathic pain  

Opioids effectiveness  

Pronociceptive factors  

Antinociceptive factors 

Neuropathic pain 

Opioids effectiveness 

Pronociceptive factors 

Antinociceptive factors 

? ? 
STAT

3 

JAK inhibition may be associated with reduction in 
pain regardless of the reduction in inflammation 



Back to our case 

Θωμάς 
 
 Χωρίς εξωαρθρικές εκδηλώσεις 
 Επιθυμεί μια θεραπεία με γρήγορο 

αποτέλεσμα 
 Λόγω επαγγέλματος, είναι δύσκολο να 

έχει μαζί του ενέσιμες θεραπείες 
 

 

 Κλινικοεργαστηριακός έλεγχος σε ένα μήνα 
 BASDAI: 2.9 
 BASFI: 2.7 
 ASDAS-CRP: 1.8 

0

1
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4
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6

Baseline Week 1 Week 4

PROs in the first month 

BASDAI

BASFI

ASDAS-CRP

 Έναρξη Upadacitinib 15mg OD 
 

 Τηλέφωνο μία εβδομάδα μετά: 
«Σημαντική βελτίωση» 
BASDAI: 3.4 
BASFI:2.9  



Back to our case 

Hb: 13.2 g/dl, MCV: 95 fL, WBC: 5670 (Π 63%, Λ 21%), PLT: 388000 

 

Cr: 0.9 mg/dl UR: 33mg/dL, Glu: 89 mg/dl 

AST/ALT: 18/9 U/L (<34/<55), CK: 189 mg/dL 

TChol: 201 mg/dL, HDL: 43mg/dL, LDL: 118 mg/dL, TGs: 95mg/dL  

 

CRP: 4.3 (<5 mg/dl), ΤΚΕ 28 mm/h 



Back to our case 

IL-17i 

TNFi 

JAKi 



Take home messages 

 AxSpA: spectrum of diseases with significant but preventable effects over time 

 

 Treatment in 2022: many different choices 

 

 Choose based on clinical judgement and patient preference 

 

 JAK inhibitors: viable solution which can be of help in several cases and different treatment lines 



Thank you for your attention 


