Supporting information 7: Evidence Summaries and Consensus Recommendations PICOs with Minimal
Evidence

5.1In dogs/cats with pITP (P), is treatment with dexamethasone (l) compared with use of prednisone or
prednisolone (C) associated with different primary or secondary outcomes (O)?

Dogs:
a. Thereisno evidence available suggesting improvement in any outcome when dexamethasone is
compared to prednisone or prednisolone in dogs with primary ITP.
b. For management of primary ITP in dogs, use of either prednisone/prednisolone or dexamethasone
can be considered.
i. Injectable dexamethasone may be considered in those patients where oral glucocorticoid
therapy is not tolerated or parenteral therapy is preferred.

Strength of Evidence: No evidence exists. Strength of Recommendation: Weak. Degree of consensus: 39/39
Delphi Round 2.

Evidence Summary:

No prospective controlled studies were identified that directly addressed the PICO question. In the studies
where treatment allocation is described, dogs not able to receive oral medications were typically
administered injectable corticosteroids (usually dexamethasone), whereas dogs able to receive oral
medications were typically administered prednisone/prednisolone.’> Often, dogs receiving any type of
corticosteroid are analyzed as one group rather than comparing outcomes between specific glucocorticoid
drugs. Variation in inclusion and exclusion criteria and concomitant use of other medications in addition to
corticosteroids preclude comparison of outcomes in patients receiving either prednisone or
dexamethasone.

One study described the outcome of dogs with immune-mediated hematological diseases initially
administered dexamethasone versus prednisone,® but the study included dogs with IMHA and
thrombocytopenia (<50,000/uL), not dogs with pITP specifically, and was not designed to address whether
one treatment was superior to the other. In that study, 12 dogs received dexamethasone, 15 received
prednisolone, and 8 dogs administered dexamethasone initially later received prednisolone. Dogs treated
with prednisone had a significantly longer hospitalization [median 7d (range 2-17)] versus the non-
prednisolone group [median 2.5 d (1-5)]. The investigators concluded that this was likely confounded by the
high rate of non-survival in dogs initially receiving dexamethasone, because this group could not tolerate
oral prednisolone or died before transitioning to oral therapy.

While some studies in human ITP report a benefit to commencing therapy with high dose oral
dexamethasone (0.6 mg/kg/day for 4 days vs. 1-2 mg/kg/day prednisone for 2-4 weeks),” the 2019
American Society of Hematology (ASH) guidelines for treatment of ITP in people suggest that the use of
either high pulse dose dexamethasone (4 days) or prednisone (0.5 - 2.0 mg/kg/day for < 6 weeks) is
acceptable.® If rapidity of platelet count response is valued, then dexamethasone is recommended by the
ASH guidelines.® No studies describing high dose pulse dexamethasone therapy in dogs with ITP were
identified.

Cats:
a. Thereisnoevidence in cats with primary ITP that treatment with dexamethasone compared with
the use of prednisone or prednisolone is associated with different primary or secondary outcomes.
b. Incatswith primary ITP, the use of either dexamethasone or prednisolone can be considered.
i. Incats, prednisolone is preferred to prednisone.
ii. Dexamethasone may be considered in cats that fail to respond to oral prednisolone.
iii. Injectable dexamethasone may be considered in those patients where oral glucocorticoid
therapy is not tolerated or parenteral therapy is preferred.



Strength of Evidence: No evidence exists. Strength of Recommendation: Weak. Degree of consensus: 38/38
Delphi Round 2.

Evidence Summary:

We identified no prospective controlled studies comparing the outcome of cats with primary ITP treated
with dexamethasone versus prednisone or prednisolone. Several studies have described treatment with
dexamethasone, prednisolone, or other corticosteroids in treatment of cats with primary ITP, but outcomes
cannot be compared across these studies.? 1!

One case report described a single cat with primary ITP that consistently failed to respond to oral
prednisolone and other immunosuppressive drugs over a period of more than half a year, but had a rapid
and sustained improvement in platelet count when oral dexamethasone was commenced.'2 Similarly, in a
case series of 4 cats, 1 cat was initially treated with oral prednisolone for 5 days without response, at which
point prednisolone was switched to dexamethasone and the cat’s platelet count normalized within two
days.’© In contrast, in the same study, the only cat initially administered intravenous dexamethasone
instead of oral prednisolone did not survive to discharge, while the 3 cats treated initially with oral
prednisolone survived to discharge.'® This comparison is likely confounded by illness severity influencing
the choice to give dexamethasone initially.

It should be noted that oral prednisolone is preferred in cats because it has more reliable bioavailability than
oral prednisone.’3

7.In dogs/cats with pITP (P), is initial treatment with high doses of prednisolone or prednisone (> 2
mg/kg/day) (1) compared to more conservative dosages (2 mg/kg/day or 50-60 mg/m?/day (dogs)) (C)
associated with different primary or secondary outcomes (O)?

Dogs:
a. There are no studies of dogs with pITP evaluating effect on any outcome that compare treatment
with high dose corticosteroids with more conservative doses of corticosteroids.
b. Indogsfor management of pITP, use of high doses of corticosteroid is not recommended compared
to more conservative doses of corticosteroid.

Strength of Evidence: No evidence exists. Strength of Recommendation: Weak. Degree of consensus: 35/37
Delphi Round 2.

Evidence Summary:

There is no research comparing the outcome of dogs with primary ITP treated with high doses of
prednisolone or prednisone (>2 mg/kg/day) compared to more conservative dosages (2 mg/kg or 50-60
mg/m?/day). Three studies had retrievable information related to the PICO, although none directly
answered the PICO question as they did not directly compare the outcomes of dogs receiving high versus
conservative doses of steroids.!41¢ The studies varied greatly in reporting methods and in other treatments
administered precluding comparisons of outcomes across populations.

Cats:
a. There are no studies of cats with pITP evaluating effect on any outcome that compare treatment
with high dose corticosteroids with more conservative doses of corticosteroids.

i. Incats, prednisolone is preferred to prednisone.

ii. Studies in cats with other similar immune diseases, such as immune-mediated hemolytic
anemia, suggest that higher doses of prednisolone (3-4 mg/kg/day) may be needed in some
cats.

b. Incats for management of pITP, although the use of high doses of corticosteroid is not
supported by evidence in cats with ITP, higher doses may be considered based on experience



with other immune diseases.

Strength of Evidence: No evidence exists. Strength of Recommendation: Weak. Degree of consensus: 34/39
Delphi Round 2. One evaluator suggested that if higher glucocorticoid doses are initially employed, they
should be tapered after a few days to standard immunosuppressive dosages, while another evaluator was
concerned that cats do not tolerate higher steroid doses.

Evidence Summary:

There is no research comparing the outcome of cats with primary ITP treated with high dose
prednisone/prednisolone compared to more conservative dosages. Several studies had retrievable
information related to the PICO question, but none directly addressed it.” 11718 The studies varied greatly
in reporting methods and in other treatments administered precluding comparisons of outcomes across
populations. In general, cats require higher doses of glucocorticoids than dogs to attain similar effects.
Studies have shown a decreased density of glucocorticoid receptors in tissues of cats as compared to dogs,
as well as decreased glucocorticoid receptor binding affinity.!%2°

10. In dogs/cats with pITP (P), is treatment with melatonin (l) compared with no melatonin therapy (C)
associated with different primary or secondary outcomes (O)?

Dogs and cats:
a. Thereisinsufficient evidence to determine if melatonin affects patient-centered outcomes in
dogs or cats with primary ITP.

Strength of Evidence: No evidence available. Strength of Recommendation: Weak. Degree of consensus: 17/17.
Delphi Round 3.

Evidence Summary:

No studies evaluating the effects of melatonin on outcome in dogs with ITP were identified, and melatonin is
not currently FDA-approved for oral usage in dogs or cats. No studies were identified describing
administration of melatonin to cats with ITP and studies in healthy cats have focused primarily on
reproductive health. Melatonin’s impacts on the immune system are potentially far reaching and have been
reviewed elsewhere,?"2°> but some pertinent effects in various experimental settings include enhancement
of MHC |l mediated antigen presentation, increased natural killer cell numbers, promotion of
hematopoiesis, and increased or decreased production of pro-inflammatory cytokine and interleukin-10
depending on the context.?%?42?? Evidence evaluators could not reach consensus on whether melatonin is
safe for use in dogs. Some felt there was little risk of using melatonin as an adjunctive intervention, others
noted its potential for immune stimulation as a potential adverse effect in the context of immune-mediated
disease_21,22,27,30

There are currently no published controlled clinical trials of melatonin in human ITP patients, but a single
case series documented modest increases in platelet counts in three patients with refractory ITP following
addition of melatonin.?® However, the study design precludes evaluating efficacy, and notably, platelet
count did not normalize in any of these patients.

Studies in healthy dogs have evaluated the effects of oral melatonin supplementation on expression of
inflammatory cytokines, and on platelet parameters. In these studies, oral melatonin for 14 days had no
effect on interleukin-2 or interferon gamma,®! while 28 days of supplementation did not affect mean
platelet volume or plateletcrit relative to baseline.®? A single case report described a dog that developed
secondary ITP following cyclophosphamide administration that was successfully treated with vincristine,
prednisolone, and melatonin, but it is unclear what impact, if any, melatonin had on the resolution of ITP in
this dog.%3
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