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Objectives

 Through illustrative cases, explore 5 common non-
malignant hematology problems encountered in older 
adults

 discuss initial diagnosis and management of these 
hematologic presentations, with particular focus on 
‘pearls and pitfalls’, and indications for hematology 
consultation

 Share some hematology reference resources 

 Note: I will not be discussing transfusion medicine or 
thrombosis today



Case 1

 Ms B is an 79 year old woman you are seeing in your 
clinic for fatigue. She notes worsening fatigue, 
exercise-tolerance, and difficulty concentrating. Her 
family has noted some cognitive concerns .

 You order bloodwork: Hb 98g/L, MCV 78, ferritin 
98ug/L, Transferrin saturation 0.08., ANC 2.1, plt 160

 Diagnosis? Next steps in workup? Management?



Approach to 
anemia

Uptodate





Anemia in 
older adults

 Common (17% of patients >65)

 Associated with cardiovascular impairment, reduced 
mood, cognitive impairment, reduced QoL

 Often multifactorial in etiology (multiple 
comorbidities) 





• 1/3 of older patients with anemia have either CKD or a 
cause of anemia of inflammation (AI)

• Treatment directed at underlying etiology
• Reasonable first-line workup: CBC, reticulocyte 

count ,blood film, ferritin, iron profile, vit B12 level, 
SPEP, ESR/CRP, Cr, TSH, LDH, haptoglobin, bilirubin



Distinguishing 
IDA from ACD

IDA – iron deficiency anemia
ACD – anemia of chronic disease

Gilreath et al 2020: How I Treat cancer-associated anemia



Treatment: 
oral iron

 Many options available, varying primarily in elemental iron 
content all roughly equivalent in terms of efficacy – I am not fussy

 Some formulations purported to have better tolerability but I find 
this anecdotally highly patient-specific

 My go-to are the oral iron salts: ferrous gluconate, ferrous 
sulfate, ferrous fumarate (bold = on ODB formulary); these are in 
order of increasing elemental iron content

 My approach: ferrous fumarate unless patient mentions a 
propensity to constipation or GI upset, in which case I use ferrous 
gluconate

 Dose 1 tablet (300mg) PO daily (or q2d), taken on an empty 
stomach, away from other cation-containing drugs/supplements 
(e.g. calcium, magnesium)

 Side effects: GI upset, constipation

 If unable to manage toxicities with OTC laxatives, consider q2d 
dosing; last resort, take with food (but will decrease absorption)



Treatment: IV 
iron

 Highly effective and under-used treatment option (access remains 
a big issue)

 Two main formulations in Canada: iron sucrose (Venofer) and 
ferric derisomaltose (Monoferric)

 Typical treatment dose = 1000mg (3x300mg iron sucrose or one 
dose 1000mg ferric derisomaltose)

 Cost for course of treatment = roughly $500 (one ferric 
derisomaltose dose, or $150 per iron sucrose dose); most private 
drug plans cover both (but ask your patient to check, some will 
cover one or the other)

**ferric derisomaltose available on ODB with LU code (610)! 



Treatment: IV 
iron cont’d

 Must be administered in an infusion clinic (but not 
necessarily prescribed by a hematologist – institution 
policies vary)

 Toxicity: rash, anaphylaxis (1:1000), Fishbane infusion 
reaction, delayed reactions (arthralgia/myalgia/low-
grade fever), hypotension (mainly with ferric 
derisomaltose)

 Assess for response about 4-6 weeks following 
infusion; if iron stores not adequately replenished, can 
give additional dose(s)



Anemia: Pearls 
and Pitfalls

 Anemia is a finding not a diagnosis – always think of etiology

 ‘Jumping the gun’ – sometimes tendency to assume ‘anemia’ = 
‘iron deficiency’; send a ferritin, Tsat, consider ddx

 Ignoring iron deficiency without anemia – patients can still be 
symptomatic (and this could still be a sign of significant 
pathology)

 Dosing oral iron more than once daily – no role for this (no added 
benefit, increases side effects)

 Pushing oral iron too hard – if inadequate response after a 3 
month trial of oral iron, or intolerance to oral iron, should strongly 
consider parenteral iron (especially in patients unlikely to absorb 
iron well, e.g. post-bariatric surgery, IBD patients)



Anemia: When 
to refer?

 Undifferentiated anemia: Hb<110 without obvious 
cause after first line evaluation
 Macrocytic anemia (especially if no clear B12 

deficiency, liver disease, alcohol use, medication cause, 
or hypothyroid)
 Iron deficiency: Inadequate response to a 3-month trial 

of oral iron therapy or intolerance of oral iron
 Oral iron relatively contra-indicated or very unlikely to 

be effective (IBD, bariatric surgery, anyone who really 
must not get constipated e.g. post-op, anal fissure, etc)
 Need for rapid optimization (e.g. pregnant, pre-op)
 Combined hematinic deficiencies (e.g. iron + B12) –

suggests possible malabsorption syndrome



Case 2

 Mr. S is a 71M in your practice with long-standing EtOH 
use disorder. He does not have a known history of liver 
disease. He was recently admitted to hospital with 
EtOH-induced pancreatitis, and you are seeing him in 
follow-up post discharge. You notice that on his 
inpatient bloodwork, his platelet count has been 
persistently low in the 50-60 range. What are your next 
steps in working this up? What do you think is/are the 
most likely possible cause(s)



Approach to 
thrombocytopenia

Also myelosuppressive drugs (septra, MTX, chemotherapy, etc)



Approach to 
Thrombocytopenia

Always order a blood film for any new thrombocytopenia (especially if 
concurrent anemia) – should be reflexed by the lab
The presence of fragments (schistocytes) or blasts on the blood film is a 
medical emergency send patient to ED



Thrombocytopenia
Pearls and Pitfalls

 “Platelet clumping” in EDTA tubes is an artifactual 
phenomenon of no clinical significance – order a citrate 
tube platelet count (usually solves the problem)
 Platelet counts >100 are generally not associated with 

adverse clinical sequelae and can be safely observed 
(unless associated with other cytopenias, or abnormal 
clinical bleeding)
 Platelets are often an ‘innocent bystander’ ; consider 

intercurrent illness (especially infection/sepsis) in 
patients with acute moderate thrombocytopenia
 Abdo U/S reasonable to get in virtually everyone with 

unexplained thrombocytopenia; I have picked up many
new diagnoses of cirrhosis this way!



Thrombocytopenia 
When to refer?

Platelet count <100

 If platelet count >100, refer if there is a co-
existent cytopenia, or abnormal clinical 
bleeding phenotype (may suggest type 2b 
VWD or a congenital platelet disorder)



Case 3

 Ms. J is a 74 year old woman who is new to your 
practice. She is a recent immigrant from Guyana. You 
are doing an intake visit with her in your falls 
prevention clinic, and order some baseline bloodwork. 
You find her ANC is low at 0.9. She is entirely well with 
no other PMHx and is on no medications. What do you 
do?



Neutropenia

 Defined as ANC<1.5 (mild), <1 (moderate), <0.5 (severe)

 Anxiety-provoking for clinicians and patients alike

 Challenging: ddx spans completely clinically 
insignificant entities to life-threatening ones



Neutropenia: 
causes

Duffy-associated neutrophil count (DANC) Think of ddx in terms of 
‘buckets’: drugs, autoimmune 
conditions, malignancy, 
infections (especially viral, 
acute or chronic)



Approach to 
neutropenia



Duffy-
associated 
neutrophil 
count (DANC)  Formally called ‘benign ethnic neutropenia’

 Below reference-range neutrophil count in an individual with African 
or Middle Eastern ancestry (areas of historical or ongoing malaria 
endemicity)

 NO history of infection/constitutional symptoms

 Associated with the ‘Duffy null’ minor RBC antigen phenotype

 Is of no clinical significance 



Neutropenia: 
pearls and 
pitfalls

 Consider DANC in a patient of typical ancestral 
background with mild-moderate neutropenia (0.5-1.5) 
who is otherwise completely well ; this entity has no 
clinical significance and should not be over-
investigated

 ANC <0.5 – counsel on febrile neutropenia (ED if 
T>38C) while patient is under active diagnostic 
evaluation/awaiting consultation

 In a well patient with moderate neutropenia, suggest 
repeat CBC in 1-2 months (transient neutropenia is 
common with many viral illnesses; if resolves, referral 
not needed)



Neutropenia: 
When to refer?

ANC <1 is a reasonable threshold (ANC <0.5 
reasonable threshold in a patient with typical 
ancestry for DANC if otherwise asymptomatic)

ANC <1.5 if co-existing cytopenia, recurrent 
infections, constitutional symptoms



Case 4

 Ms. L, an 86 year old  woman in your practice, was 
recently admitted to hospital with diarrhea and acute 
kidney injury. During her stay, a serum protein 
electrophoresis (SPEP) was ordered. It was pending at 
time of discharge. You are seeing her in clinic at a 
regular follow-up visit and see the report in your EMR. 
The comment reads “a discrete band, IgG kappa, is 
identified at 2g/L”. You wonder what you should do 
next.



MGUS

 MGUS stands for ”monoclonal gammopathy of 
uncertain significance”

 Also referred to as a paraprotein

 Indicates the presence of a plasma cell clone

 Why do we care? Plasma cell clones can become 
cancerous (myeloma), or otherwise cause end-organ 
damage (even if criteria for myeloma are not met)

 Very common: 3-5% of the population >50 years of 
age!

 The clinical challenge is sorting out which patients 
require further evaluation/closer surveillance



Plasma Cell 
Dyscrasias

https://www.hematology.org/education/clinicians/guidelines-and-quality-care/pocket-guides



MGUS: lab 
evaluation and 
risk factors for 
progression

Bone marrow 
biopsy 
recommended!

IgM MGUS is usually associated with lymphomas rather than myeloma; examine 
for lymphadenopathy and consider abdominal imaging (ultrasound or CT)



MGUS: Pitfalls

 Ordering an SPEP without a clear indication 
(unexplained anemia, unexplained renal dysfunction, 
hypercalcemia, lytic bony lesions, unexplained 
neuropathy)
 Ordering serum free light chain assay without an 

established finding of a monoclonal gammopathy 
(*community labs also charge for this – very 
reasonable to leave for the specialist)
 *Elevated serum free light chains without an abnormal 

serum free light chain ratio are NOT indicative of a 
clonal process*
 *’polyclonal gammopathy’ is indicative of 

inflammation and is not indicative of a primary 
hematologic disorder*



MGUS: When 
to refer?

 Reasonable to refer any established monoclonal 
gammopathy (discrete band identified on SPEP and/or 
immunofixation)

 Low risk MGUS (per Mayo criteria) – consider OTN 
econsult service

 Higher-risk MGUS should be seen formally by a 
hematologist as a bone marrow evaluation is indicated 
per guidelines

 MGUS in the presence of unexplained skin changes, 
renal dysfunction, cardiomyopathy, neuropathy 
(possible “monoclonal gammopathy of clinical 
significance” or MCRS)



Case 5
 Mr. T is a 68M in your practice. He tells you that his 

father had hemochromatosis. His primary care provider 
had ordered a ferritin level, and you see it is elevated 
(550ug/L). What do you do next?



Approach to 
high ferritin

 Serum ferritin is a marker of the body’s iron stores, however it is 
also an acute phase reactant and is primarily stored in the liver

 The concern when high ferritin is seen is hemochromatosis
(genetic); while this is relatively common (particularly in 
individuals of northwestern/northern European ancestry), 
inflammation and liver disease are much more common reasons for 
high ferritin seen in clinical practice

 Ask about: alcohol use, family history of hemochromatosis (or 
unexplained liver/cardiac disease), recent infections

 The transferrin saturation (TS) is a much better screening test for 
hemochromatosis than ferritin for these reasons: a TS >45% is 
suggestive of true iron overload and should be followed by genetic 
testing (HFE gene)

 If TS not >45% and there is no family history of hemochromatosis, 
symptoms suggestive of hemochromatosis, or liver enzyme 
elevation, evaluate for alternate causes 



Signs and 
symptoms of 
hemochromatosis

ACG Clinical Guideline: Hereditary Hemochromatosis



Suspected 
hemochromatosis: 
algorithm

ACG Clinical Guideline: Hereditary Hemochromatosis

HFE gene mutations: C282Y, H63D (C282Y more pathogenic)



High ferritin: 
pitfalls

 Not ordering a TS (*must indicate “hemochromatosis” 
on MOH requisition for community labs to process)
 Over-referral/over-investigation of asymptomatic mild-

moderate ferritin elevation (especially if TS normal) –
consider reactive causes, especially alcohol and liver 
disease
 Inappropriate genetic testing: follow the ACG 

algorithm
 Patients heterozygous for an HFE gene mutation are 

not at risk for clinical iron overload (and these are 
common – allelic frequency 6-7% in people of European 
descent!)
 HFE gene testing is less informative in patients without 

European ancestry – testing for other implicated genes 
not routinely available 



High ferritin: 
when to refer?

TS>45% 
Ferritin >500 if TS <45%
Anyone with a first degree relative with 

hemochromatosis who has high ferritin 
OR TS>45%
Patients with anemia and high ferritin –

consider iron overloading anemia 
syndromes (e.g. beta thalassemia) 
refer



Referral 
parameters for 
other 
hematologic 
abnormalities



Useful 
websites

 https://thrombosiscanada.ca/

 https://transfusionontario.org/en/category/bloody-easy-e-tools-
publications/bloody-easy-for-healthcare-professionals/

 https://www.hematology.org/education/clinicians/guidelines-and-
quality-care/pocket-guides

 https://www.wolterskluwer.com/en/solutions/uptodate

https://thrombosiscanada.ca/
https://transfusionontario.org/en/category/bloody-easy-e-tools-publications/bloody-easy-for-healthcare-professionals/
https://www.hematology.org/education/clinicians/guidelines-and-quality-care/pocket-guides
https://www.wolterskluwer.com/en/solutions/uptodate


Concluding 
thoughts

 For many mild CBC abnormalities in a patient that is 
otherwise well, repeating the CBC in a few months to 
evaluate for persistence is a reasonable first step

 There is a major shortage of non-malignant 
hematologists in this province and wait-times are long; 
consider e-consult service (OTN) for non-urgent 
referrals (many can be safely managed without formal 
consultation)

 If you are not sure if something should be referred, 
reach out to your local hematologist to ask; we tend to 
be pretty friendly people 



Thank you! 
Questions?

michael.scott@unityhealth.to
Twitter: @MikeDScottMD
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