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Summary

Background European guidelines recommend intravenous methylprednisolone as first-line treatment for active and  Lancet Diabetes Endocrinol 2018
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* Thyroid Eye Disease results in substantial visual dysfunction and psychological
morbidity.

 Current evidence is conflicting regarding orbital radiotherapy and anti-
proliferative immunosuppression.

 Furthermore, little is known about clinical outcomes more than 24 weeks after
initiating these interventions.
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Aims + Methods

 Undertook a masked factorial randomised control trial.

e To assess long-term benefit of low-cost
immunosuppression and orbital radiotherapy in the
context of concomitant steroid treatment.

* Recruited 126 patients.
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| FACTORIAL DESIGN |
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Start
Prednisolone

Week - 2

TIME AFTER PREDNISOLONE
ENROLMENT DOSE
(mg per day)
1-3days 80
4 -7 days 60
1-2weeks 40
3 -6 weeks 30
7 - 10 weeks 20
11 - 14 weeks 15
15 - 18 weeks 10
19 — 20 weeks 7.5
21 - 22 weeks 5
23 — 24 weeks 2.5
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Start Trial Rx

Week 0

(D)
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@) BODY AZATHIOPRINE NUMBER OF NUMBER OF
o MASS STARTING DOSE | AZATHIOPRINE PLACEBO
c (Once Daily) 50mg TABLETS TABLETS
© (per day) (per day)
nd
<50 kg 100 mg 2 2
50 — 79kg 150 mg 3 3
280 kg 200 mg 4 4
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Week 5

Sham or Active RXx:

Radiotherap
y

12 sessions over 2 — 3 weeks
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Short-term

Outcome
Assessmen

Week 12
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Stop
Steroids

Week 24
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3 monthly
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Trial Exit

Week 48

Long-term
Outcome
Assessmen
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Major Criteria

An improvement of 2 1 grade in diplopia score
*An improvement of > 8° of eye movement in any direction
*A reduction of 2 2 mm in proptosis
Minor Criteria
*A reduction of 22 mm in lid aperture
An improvement of 2 1 grade in soft tissue involvement

*An improvement in best-corrected visual acuity of 2 1 line on the
Snellen chart

*Subjective improvement

Mourits MP et al. (2000) Lancet, 355: 1505-1509

Marcocci C et al. (2001) J Clin Endocrinol Metab, 86(8): 3562-7

Prummel MF et al. (2004) J Clin Endocrinol Metab, 89: 15-20 CARDIFF
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MOST
CAME
BACK!!

Withdrawal Overall
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Deterioration
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Azathioprine
Intention-to-treat
analysis (n-103)

12 weeks (n-84) |

24 weeks (n=79)

36 weeks (n-68)

Per-protocol
analysis (n-58)
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BCCOM Breakdown

Supplementary Figure 3B BCCOM breakdown in terms of improvement or deterioration by Radiotherapy status
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Cinical activity score
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Overall substantial improvement, but no apparent additional
benefit from either azathioprine or radiotherapy.
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: Long Term Visual Function

Overall substantial improvement, but no apparent additional

benefit from either azathioprine or radiotherapy.
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CJImproved 1 Unchanged [ Worse

Week 12 Week 24 Week 36
p-0-089 p-0-034 p-0.022
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Methwiprednisolone Methylprednisclone Methylprednisolone Methylprednisolone Methylprednisclone Methylprednisclone
plus mycophenclate plus mycophenclate plus mycophenolate

Flgure 4: Post-hoc analysls of treatment effect on Graves’ orbitopathy compared with baseline
Compared with baseline, percentage of patients with either overall ophthalmic improvement, no change,
orworsening disease. pvalues were calculated with Fisher's exact test as a post-hoc analysis.

No radiotherapy group

Mycophenolate MUCH
better tolerated.

Also saw benefit
(diplopia driven)

Might have observed
reduction in rebound but
observed less of this
phenomenon.

CARDIFF

UNIVERSITY
PRIFYSGOL

(AERDYD



* There is no apparent added benefit from radiotherapy when used
in combination with high dose steroids.

* Azathioprine does appear to have a role if tolerated in preventing
relapse after steroid withdrawal.

 Similar findings from MINGO study, mycophenolate better
tolerated (would use this instead).

* Going to meta-analyse these trials.
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