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SKH 53yo chinese female

CC:

e Presents to emergency department for acute pulmonary edema

PMH:

e Diabetes Mellitus (Type Il), Endstage Kidney Disease on intermittent
haemodialysis 3 days a week, Hypertension, Hyperlipidaemia.

PE:

e BP 110/78mmHg, HR 78, actual body weight 54kg

Medications prior to admission:

e Acarbose 50mg TDS, Calcitriol 1mg 2x/week, Ca Acetate 667mg BD,

Amlodipine 5mg 4x/week, Lanthanum 500mg ON, Renalmin 1
tab OM, Tolbutamide 500mg TDS, Erythropoeitin beta 4000 units once a
week on friday



57yo Malay Male

ECG:

e Evolved anterior Myocardial Infarction, underwent
percutaneous coronary intervention with drug eluting
stents inserted to proximal Left Anterior Descending
Artery (Promus premier) & mid circumflex artery
(Promus element)

e Developed sepsis, likely pneumonia, put on continuous
renal replacement therapy while in ICU

PRU 394 (Day 10)



What will you do?

A. Do nothing

B. Doub
C. Switc
D. Switc

e dose of clopidogrel

n to Prasugrel 5mg daily

n to Ticagrelor in view of BW < 60kg
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Timecourse of platelet reactivity
assays (SKH)
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75meg daily, 10mg multiple Y (11 Sept’13)
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High risk, thus keep on 10mg,

repeat week 2, reduce dose if
PRU <90




PRASUGREL IN RENAL FAILURE
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34 yo female

BMI 28.7 kg/m2, on clopidogrel for thrombotic
complications of the vascular access used on
haemodialysis

PMH: Type | Diabetes Mellitus, Chronic Renal Failure
undergoing haemodialysis for the past 14 months,
presented a persistent inadequate response to
gradually stronger thienopyridine regimens.

Current medication: omeprazole, calcium channel
blocker, insulin, and erythropoietin

Haemodialysis characteristics were kept constant
during all PR assessments.



Platelet reactivity trend
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Findings
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Prasugrel more effective in dialysis population
19% “resistant” to Prasugrel
Platelet reactivity higher in dialysis population?



Timecourse of platelet reactivity
assays (SKH)

PRU 394 || Switched || PRU 167 |

to (~2w 28
(Day 10 , ! 5mg PRU 176
S Prasugrel Aug’13),

- daily :
75mg daily, 10mg multiple (11 Sept’13)

. : bruises all
\16Aug13) \oncedally \  over \

— ’,+‘\\_

High risk, thus keep on 10mg,

repeat week 2, reduce dose if Kept at 10mg
PRU <90




Thank you

tan.doreen.sy@alexandrahealth.com.sg
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Ticagrelor in Clopidogrel-Resistant Patients
Undergoing Maintenance Hemodialysis

To the Editor:

Patients with chronic kidney disease (CKID) and particularly
those receiving hemodialysis (HD) frequently are poor responders
to clopidogrel (ie, have high on-treatment platelet reactivity).!”
Ticagrelor is a cyclopentyl-triazolo-pyrimidine that acts directly
on the P2Y,; receptor. reversibly antagonizing it- In 3,237 patients
with non—dialysis-dependent CKD, ticagrelor reduced ischemic
end points and mortality compared with clopidogrel. with no
difference in bleedjng." To the best of our knowledge, there is no
previous report of ticagrelor administration in maintenance HD
patients who are clopidogre]l poor responders.

This was a prospective 2-center study in which consecutive
patients receiving regular maintenance (=6 months) HD and
ongoing (=2 months) treatment with clopidogrel, 75 mafd, were
approached for platelet reactivity assessment. Exclusion criteria
and blood sampling details are provided in Ttem S1. Platelet
function was tested with the VerifyNow (Accumetrics Inc, www.
accumetrics.com) point-of-care P2Y,; assay (results reported as
P2Y;; reaction units [PRUJ, with =235 PRU considered high
on-treatment platelet reactivity) and the Multiplate Analyzer
{Dynabyte Informationssysteme, www._multiplate_net: results given
in arbitrary aggregation units [AU] per minute).*® Patients with
high on-treatment platelet reactivity were prescribed ticagrelor,
90 mg, twice daily for 15 days, when platelet reactivity was
assessed. Drug identity was masked from physicians and those
assaying platelet function; an independent physician monitored
bleeding and other adverse events. Patient adherence to study
medication was closely followed by repeated interviews and
pill counting. All HD characteristics were kept constant during
the study period, and all patients were receiving an appropriate
HD dose (KWW, =1.4).

Table 1. Demographic and Clinical Characteristics

Analyzed Excludad
Patients Patlents”
{n =20 (n=4)
Age ly) 671 =140 670 =58
Man 14 (70) 3(75)
BMI (ky'm?) 265+ 31 269 * 45
Time on HD (ma) &7 [268] 100 [127]
Last clopidogral dose (h) 8[20] 11 [3)
Last ticagrelor dose (h) 4[6] MA
Hyperipidemia 4 ({20.0) 2 (50.0)
Hypertension 16 (B0.0) 3(75)
Diabates mallitus 11 (55.0) 2 (50.0)
Smoking 0(0) 0 {0)
Indication for clopidogral
use
Pricr M 2 {10.0) 0i0)
Pricr PCI 5(25.0) 1({25.0)
PAD 6 (30.0) 2 (50.0)
Prevention of T (35.0) 1(25.0)
thrombosis of HD
vascular access
Laboratory evaluation
Hematocrit (3:) 36632 3L 2E
Platelets (= 103ul) 2366 1747 2153 = 838
Medication
Omega-3 fatty acids 9 {45.0) 1{25.0)
Statins 5{25.0) 2 (50.0)
Proton pump inhibitors 13 (B5.0) 3(75.0)
ACEi 3(15.0) 00
ARB 3{(15.0) 0i0)
ccB B (40.0) 00
Aspirin 6 (30.0) 1{25.0)
Nitrates € (30.0) 0(0)
Insulin T(35.0) 1{25.0)
PR at bassline (PRL) 3104 £ 520 2883 = 438
PR at bassline (ALmin) 4853 * 1728 4838 * 1486

Alexopoulos D, Ticagrelor in clopidogrel-resistant patients undergoing maintenance
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