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Agenda 

• Screening tests 

 

• General risk of infections 

     (serious and not serious) 

 

• Peri-operative management 

 

• Relevant viral infections 

 

• Vaccines 

 

 



Screening tests for complete serological 

status HBV/HCV 

 before MTX medication 



What should we do in case of inactive carrier or resolved/OBI? 



About one third of the patients had exposure to HBV  

(anti-HBc IgG  in 37.6 % pts ). 

Study design: cross-sectional study 

 

Population: Thai rheumatological pts (67% RA) 

 

Intervention: long term (>24 wks) MTX therapy** 

 

Outcome 1: prevalence of HBV seromarkers 

 

Outcome 2:  comparison HBV status between entry 

and previous data (if any) 

 

 
**mean MTX therapy duration: 10 years 

 



• None of HbcAb+ had HBV-reactivation over 10 years of MTX treatment. 

 

• 1 HbsAg+ received MTX with non prophylaxis with no safety concerns. 

118 pts with research entry 

and baseline data, too.  



Long-termMTX in patients exposed to HBV was safe and not 

associated with hepatitis flare  

(regardless of low- vs high-cumulative dose).  



 

4 patients developed HBV reactivation.  

 

Both HBsAg positive and HBsAg negative/anti-HBc positive patients have the possibility of 

developing HBV reactivation. 

Population: 211 chinese RA patients 

 (23 HBsAg+ and 188 HBsAg 

negative/anti-HBc+) who received c-

DMARDs without antiviral 

prophylaxis. 

 

Mean follow up: 20 months 



Conventional DMARDs are relatively safe to HBV-

infected patients with low reactivation risk 

 (no GCs administration and anti-HB positive). 



Factors to be considered: 

- Viral status 

- Host factors 

-  Underlying disease 

- Concomitant therapy 



…BUT…. 

Fulminant hepatitis in an asymptomatic chronic 

carrier of hepatitis B virus mutant after withdrawal 

of low-dose methotrexate therapy for rheumatoid 

arthritis. 

        

Hagiyama H, et al.  

Clin Exp Rheumatol 2004;22(3):375-6. 

 

Development of fulminant hepatitis B 

(precore variant mutant type) after the 

discontinuation of low-dose methotrexate 

therapy in a rheumatoid arthritis patient. 

       
Ito S, et al.  

Clin Exp Rheumatol 2004;22(3):375-6. 

Possible risk (rare) of HBV 

reactivation during host 

immunorestitution 

(after MTX discontinuation) 



HCV-positive patients were 

more likely to be treated 

with prednisone and anti-

TNF therapies. 

 

HCV-positive patients were 

less likely to receive 

methotrexate compared to 

HCV-negative patients. 



MTX (mean dose 12.5±3.0 mg/week) had been used for an average duration of 15.2±9.9 months,  

mainly for severe arthritis.  

 

Patients treated with MTX, experienced control of joint disease  

with no negative HCV-related outcomes. 

Legend:  

A= amelioration 

B= not affected 

C= deterioration 



The effect of INF was more variable, with frequent deterioration of HCV-related symptoms 

Legend:  

A= amelioration 

B= not affected 

C= deterioration 

MTX might be used in HCV-infected patients with careful monitoring of LFT. 

 

 



MTX doesn’t significantly increase the risk of cirrhosis in CHC (chronic hepatitis C) 







Do we need further screening test, like latent TBC, before MTX? 

 

Limits: not all confounding factors captured  

(TBC reactivation vs de novo-infection)! 



AIM: to investigate toxicity of MTX+INH in 44 RA patients  

 

Transient increases in LFT were seen in 11% of  patients, but in no case was this more 

than twice the upper limit of normal values.  

 

All abnormal LFT resolved 

spontaneously without intervention. 

Mean MTX dose (sd) = 16.8 (4.2) mg/week.  

 

All patients received folic acid (1 mg/day).  

 

The mean duration (sd) of  INH co-treatment with 

MTX was 7.5 (3.0) months.  

 

All patient received INH at dose of 300 mg/day 

and pyridoxine at dose of 50 mg/day. 









Patients treated with MTX (mean dose±sd 13,2±6,6 mg/wk) had a higher 

rate of infection than those treated with other non-biological DMARDs, 

but lower than TNFi and TNFi+MTX 

LEF, SZS, HCQ 



 

Prednisone and TNF antagonists  

(but not MTX) 

increased the risk of opportunistic infections. 

MTX and TNF antagonists 

(prednisone>10 mg/d) were 

associated with 

increased risks of overall 

infections. 



**Opportunistic infections: varicella zoster, P. Carinii, active TBC  







AIM: to estimate the drug-related risk of 

 hospitalization for pneumonia 





Group A: continuing MTX 

 

Group B: stop MTX  

(2 wks before up to 2 wks after surgery) 

 

Group C: not receiving MTX 

 

Outcome 1: early surgical complication 

(infection/wound dehiscence) 

 

Outcome 2: disease flare at 6 weeks 

Results:  

 

1) surgical complication/infection in A 

was less frequent than in B and C 

groups.  

 

2) At 6 wks no flares in A, 8% and 3% 

in B and C, respectively.  

 



Cosider global patient’s risk for specific type of surgery! 



MTX AND RELEVANT 

VIRAL INFECTIONS 

 

 

• HZV 

 

• EBV 



RA AND HZV 

 

• The incidence of herpes zoster in health population increases from about 3/1000 person-years 

before 30 years of age to 8/1000 person-years after 60 years of age. 

 

•  Of the many risk factors associated with herpes zoster, the most important 

 are older age and immunodeficiency (mainly affecting cellular immune system).  

 

• The risk of herpes zoster is elevated in patients with chronic autoimmune or inflammatory 

diseases such as rheumatoid arthritis (RA), systemic lupus erythematosus (SLE), and chronic 

inflammatory bowel disease (IBD).  

 

•  The excess risk may stem not only from the disease, but also from the drugs used to treat it.  



RA AND HZV RE-ACTIVATION 



• Increased risk of lymphoma in RA, due 

to persistent immune stimulation. 

 

 

• Oncogenic role of EBV. 

 

 

• Patients with RA have a defect in EBV 

directed suppressor T cell function. 

MTX 



MTX AND 

LYMPHOPROLIFERATIVE 

DISORDERS 

 

• The WHO classification of 2001 recognized as related to MTX-associated 

immunosuppression a clinical setting of LPDs.  

 

• In particular, ‘‘MTX-associated LPDs’’ included changes ranging from lymphoid proliferation 

to lymphoma, often EBV-related, and possibly regressing with MTX discontinuation.  

 

 

• The underlying autoimmune disease was very often RA, 

but in a minority of cases it was DM or psoriasis. 

 

• Also the use of other immunosuppressants, such as CyA, AZA, and CTX  

may lead to LPD by altering immune functions 



 

Determine the EBV status of the lymphoma and halt MTX therapy in EBV positive patients. 

 

Consider therapy only in patients whose lymphoma progresses in spite of stopping MTX. 

EBV+ in 63% 

EBV+ 18% 

  

Globally, EBV+  in LDs among 24% RA  vs 33% in general population 







Case-control study: 

- Case group: 22 RA patients vaccinated with 3 im doses (T 0, 1, 6 months) of 

recombinant HBV vaccine (ENGERIX ).  

- Control group:  22 RA patients not receiving the vaccine. 

No bDMARDs! 



RESULTS: 

 

- Clinical disease activity: not affected 

 

- Lab disease activity: not affected 

 

- Humoral response to vaccine: 68% responders (HbsAb>10 UI/mL at 6 months*) 

 

- Safety: no concerns related to vaccination 

 

- Predictors of no response: older age 

 
*Humoral response to hepatitis B vaccination 

is expected to be >85% in young healthy adults 

 



MTX might decreases humoral 

response to pneumococcal vaccination  

(6B and 23F serotypes). 



MTX might impair response to 

 influenza vaccination. 



HZV VACCINATION AND RA 

 

 

• As a live attenuated vaccine is contraindicated in patients with 

immunodeficiencies and taking immunosuppressants  

(including high dose CS*). 

 

• Along with expert opinion, vaccination may be considered 14 days before 

immunosuppressants introduction or 1 month after their discontinuation.  

 

 

** 20 mg/d prednisone-equivalent for more than 2 weeks 



4% of patients received HZ vaccine: mostly white old women with RA.  

 

633 exposed to biologics at the time of vaccination or within 42 days. 

. 

TARGET POPULATION: 

463.541 patients 

RA, PSA, Ps, AS, IBD 

Older than 60 years 

 

AIM: 

Association vaccination/infection 

(safety concern-window 42 days) 

 

 



Among unvaccinated persons, the HZ incidence rate differed by exposure to medications  

(lower for MTX). 

 

Exposure to oral glucocorticoids (Y/N) was associated with a 1.2-2-fold greater risk of HZ. 

 

The increase was significant for most medication groups. 

 



HZ after 42 days (over 2 years) from vaccination: 

- Globally 138 cases among vaccinated  

- Lower rates in vaccinated vs unvaccinated for all medication exposure  

(IRR= 0,58, p<0,001)  

 

 

HZ within 42 days from vaccination: 

- 0/633 patients exposed to biologics (551 to anti-TNF) 



• Zoster vaccine is under-used in patients with autoimmune 

diseases despite their increased risk of developing HZ. 

 

• HZ vaccine may not be associated with increased risk of HZ shortly 

after vaccination (re-activation of vaccine-virus), even in patients treated 

with biologics (mainly anti-TNF). 

 

• HZ vaccination is possibly associated with a significantly reduced 

longer-term HZ risk in patients with immune-mediated disease. 

 

• Alternatives are coming! 



CONCLUSIONS 

• Screening  setting 

 

• Tests for complete HBV and HCV serology should be 

performed before MTX initiation.  

 

• Close monitoring of LFT should be mandatory,  

even in case of MTX discontinuation.  

 

• TBC tests could be considered case by case. 

 

 

 

 



CONCLUSIONS 

• Follow up 

 

• MTX alone seems not to significantly increase the risk of 

severe and opportunistic infections (including HZ 

reactivation), which are substantially affected by steroids. 

 

• In case of severe infections, MTX should be stopped.  

 

• In peri-operative period, MTX could be continued  

       (patient’s and surgery’s risk-to-benefit evaluation).  

 

 

 



CONCLUSIONS 

• Primary prevention 

 

• HZV vaccination might be safe and efficacious.  

 

• MTX might rarely be associated with lymphoproliferative 
disorders, often EBV-related: MTX discontinuation might 

result in resolution. 

 

• Pneumococcal and flu vaccination could be adopted as 
preventive measure to reduce/avoid the risk of infection: 

 MTX could hamper efficacious defense response.  

 

 

 

 


