What is Cabergoline (Dostinex)
and when do you use it?

O

Objectives

O
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Background

o Mechanism of action:
~ Dopamine agonist
« Prolactin inhibition
o Efficacy:
~ Bromocriptine > placebo

-dizziness/lightheadedness
-rebound lactation
-headache

O

» Bromocriptine (Parlodel)

Mild side effects Serious side effects

3-11/yr

5.1/100,000

-thromboembolic
-cardiovascular (stroke, MI)
-seizure

-hallucinations

-death

Severe adverse effects of bromocriptine in
lactation inhibition: a pharmacovigilance survey

W Bemasd* H lamtzem® M Becker” © Pecrisun® & Benand Laribbere.* 1L Mantastrin' | Desiates,”
T Wial* the Regianal

Number of ADR classified by system organ class n (%)
Cardiovascular disorders H
Ischaemic disorders 47
Myocardial infarction 11
Stroke 34
Ischaemic stroke 18
Postpartum cerebral anglopathy 10
Other stroke* * 6
Peripheral schaemic disorders®** 2
Arterial hypertension 17
Other cardiovascular disorders®*** 10
Nervous system disorders IS
Isolated seizures 4
Dizziness &

Other nervous system disorders®**** 5
Psychiatric disorders
4

Hallucinations or puerperal psychosis

Acute schizophrenic decompensation 2
Confusion 2

Mania 1

Other system organ dass®***** 767
Outcome (n = 86) n (%)
Recovered 74 (70.5)
Recovered with sequelas 10(9.5)
Fatal 2019

Table 3. Distribution of non-compliant use of bromocriptine
(misuse and predisposing cardiovascular factors) amaong women
with cardiovascular ADRs

Number
of women*

Misuse

Bromocriptine dose > 2.5 mg 6
No progressive dose increase 15
Treatment duration > 3 weeks 1

conti despite i 15

persisting headaches, or other neurclogical signs
C ion with alph. h ic drug 2
Combination with visoconstricting ergot akaloid 1
Predisposing cardiovascular factors

mentioned in the SPC
Smoking 18
Hypertension, toxaemia, postpartum or 8

puerperal hypertension
Obesity 6
Predisposing cardiovascular factors

not mentioned in the SPC
Overweight 6
Dyslipidernia 3
Protein C deficiency 1
Protein 5 deficiency 1
Antiphospholipid antibody syndrome 1
Systemic lupus erythematosus 1
Sickle cell trait and a-thalassaemda 1
Famiy history of stroke 1

*Mare than one cause of non-compliant use can be found in the
same patient.
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Cabergoline

Mechanism of Action
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Mechanism of Action

Mechanism of Action

O
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Not pregnant, <25 ng/mL
not lactating

Term 200 ng/mL
pregnancy

Lactating, 7d 100 ng/mL
postpartum

"Women treated with cabergoline
100 CO'Women treated with bromocriptine

|
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Efficacy
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Efficacy
O

Single dose cabergoline versus bromocriptine in inhibition of
puerperal lactation: randomised, double blind, multicentre study

European Multicentre Study Group for Cabergoline in Lactation Inhibition

» Prospective randomized double blinded parallel
group multicentre study, 1989
» 136 per group
o Cabergoline 1mg single dose
o Bromocriptine 0.5mg BID x 14d
o First dose within 27h of delivery
o Exclusions: PET, IUFD, liver or renal impairment

Efficacy

O

TABLE 1 —Raring scale for measures of efficacy of reatment with cabergoline or b 1prine in inkibining
lactaron
Intensary of sign'sympiom  Spontancows milk secretion Breast pain Breast engorgement
Mild A few drops for =3 davs. Eauly beurable Tenderness only on
Muowderane Afew drops for =3days | Tolerable winth difficulty B:H’l:ldrmm and
:;ﬂpi,m secretion for spontaneous temdermess
Abundan or severe Copious secretion for >3 Analgesic drugs requined  Hardening and tenderness
days anterfering with pormal
daily activity
N =136 per Complete Partial Overall Failure Rebound
group response response response
Cabergoline 106 (78%) 21 (69%) 127 (93%) 9 (7%) 5 (3%)
Bromocriptine 94 (69%) 33 (24%) 127 (93%) 9 (7%) 23 (17%)
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Safety Profile

Incidence of Reported Adverse Events During the 4-Week, Double-Blind, Placebo-Controlled Trial
Cabergoline Placcho
. (n=168) (n=20)
poiverse Evest 0.125 to 1 mg two
times & week
Number (percent)

st

Nausea 45(27) 4(20)

Constipation 16.(10) 0

Abdominal pain 9(5) 1(5)

Dyspepsia 4(2) 0

Vomiting 4(2) 0
Central and Peripheral Nervous System

Headache 43 (26) 51(25)

Dizziness 25(15) 1(5)

Paresthesia 21 0
| Vertigo 2(1) 0
Body As a Whole

Asthenia 15(9) 2(10)

Fatigue 12(7) 0

Hot Mashes 21 1(5)
Peyehiacs

Somnolence 9(5) 1(5)

Depression 5(3) 1(5)

4(2) 0

Autonomic Nervous System

Postural hypotensi 6(4) 0
|Beproductive - Female

Breast pain 2( 0

D 1 20 0
Vision

Abnormal vision 2(1) 0
* Reported at 21% for cabergoline
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| REVIEW ARTICLE

Safety of Cabergoline for Postpartum
Lactation Inhibition or Suppression:

A Systematic Review

Kristin Harris, MD;" Kellie E. Murphy, MD, MSc;* Daphne Horn, MI;*

Jay MacGilivray, RM;* Mark H. Yudin, MD, MSc*
'Department of Obstetrics and Gynaecology, University of Toronto, Toronto, ON

Division of Matemal Fetal Medicine, Department of O ics and University of Toronto, Toronta, ON
3Sidney Liswood Health Sciences Library, Mount Sinai Hospital, Toronta, ON
*Dep. of Obstetrics and St. Michael's Hospital, Uy ity of Toronto, Toronto, ON

Safety Profile

O

» Systematic review: 1985-2018

« Criteria: cabergoline use for postpartum lactation
inhibition or suppression in women aged 15-50

» 695 articles, 25 included
o 8 RCT
o 9 Cohort
O 6 Case study/series
o 2 Pharmacovigilence database

» Bias assessment: most were classified as ‘fair’ or
‘poor’

2021/05/29
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Safety Profile

O
* 757 women

» 108 adverse events in 96 women (14.2%)
o Dizziness 4.6%
o Headache 4%
© Nausea or vomiting 2.5%
o Short-lived, self-resolving, dose dependent
O 6 studies: no adverse events
« No serious adverse events

« 3 studies included women with HTN
o Adverse events not reported

CO - 045

Safety of cabergoline in lactation inhibition during the puerperal period
L Chouchana®, C Le Beller”. M Abou Taam®, E Billy®, C Pecriaux”, |M Tréluyer”
“Centre de Pharmacovigilance Paris-Cochin, Hopitaux l."!lf;\!'rsjrtrirrs Paris Centre,
Assistance Publigue-Hopitaux de Paris — Paris (France): "Centre de Pharmacovigilance
Paris-HEGP, Hopitaux Universitaires Paris Ouest, istance Publique-Hopitaux de
Paris — Paris (France)

Introduction: Cabergoline, an ergoline derivative, is a long-acting dopa
receptor (D2) age with @ low affinity for other dopamine, a
? nin receptors. It is used to suppress puerperal lactation fo
utero fetal death, HIV infection. . alety profile includes
tipation, nausea) and neurological (dizziness, headache) non serious adverse
drug reactions (ADRs). In France. its use has recently increased after the safety
warning regarding neurovascular and cardiovascular ADRs associated with bro-
maocriptine in this indication, Our goal was o assess the safety profile of cabergo-
lactation suppression from the WHO pharmacovigilance

Vigibase™,
and methods: We review the Individual Case Safety Reports (ICSR)
ase™. We extracted ICSRs related 1o cabergoline as a substance. in
female patients between 14 and 30 year-old. Thereafter, inclusion criteria were
(i) cabergoline coded as “suspect™ and (ii) lactation inhibition (and related terms)
as indication, We excluded ICSRs that included several drugs. ADRs were classi-
fied according to MedDRA ionary.

Results: A {otal of 715 ICSRs have been extracted from Vigibase®, including
346 without the cabergoline indication reported. Finally, 72 ICSRs have been
included in the study, corresponding to 175 ADRs. 29 (40.3%) ICSRs were seri-
ous and the seriousness criterion was not specified in 16 1CSRs (22.2%). ADRs
were mainly represented by nervous system and neurovascular affections
(n = 59; 33.7%), gastro-intestinal affections (n = 24: 13.7%) and, general disor-
ders (n = 23; 13.1%). Regarding the 59 neurological adverse events, reported for
36 (50%) patients, they were serious in hall of the cas luding two cases of
reversible cerebral vasoconstriction syndrome (RCVS) associated with cerebral
bleeding or posterior reversible encephalopathy syndrome. one case of grand mal
seizure and one case of transient blindness. Noteworthy, one ICSR included a like
thr ing pul ry emboli and one death has been reported. not refated
to cabergoline,

Discussion/Conclusion: Cabergoline related ADRs are increasingly  reported
within WHO pharmacovigilance database, in relation with its increasing use
around the world. About one third of the reported ADRs involves neurologic or
neurovascular affections, including two serious RVCS. No eardiovascular serious
cffects have been reported. Due to the relatively small number of cases of ADRs

_ currently analyzed, vigilance is still needed. _
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Safety Profile

O

» Six cases in psychiatric population

» 3/6
o Cabergoline initiated AFTER DIAGNOSIS of postpartum psychosis
o No adverse outcomes
o No exacerbation of psychiatric outcomes

» 3/6

o Cabergoline initiated for lactation inhibition
~ (1) Hx disorganized schizophrenia, no meds, @2mos
~ (2) Hx psychosis, on meds >> schizoaffective disorder, @24h
= (3) No previous diagnosis, @15mos

o Psychotic symptoms two days AFTER TREATMENT

o Symptoms resolved with discontinuation of cabergoline and
antipsychotic medications

» No drug interactions

Table 2. y of reported il use for lactation inhibit in and studies
Nouseaor  Abdominalor  Breast pain Total events  Total exposed
Authos, year intervention Headache Dizziness vomiing  epgasticpain  orfension  Psychiatric Other (% of exposed) o intervention”
Cabergoline versus bromocriptine
Georda, 1801 cAB 1 3 1 o ] ] o 5(27.8%) 18
BC 2 2 3 o o [ Amaurosis (1) B (44.4%) 18
Rolland, 1991 CAB T L} 2 2 o o Vertigo {1}, palp&ation (1), Z5(18.4%) 136
drowsiness 1),
apstaxds (1),
et hamianopéa (1)
BC 3 17 13 1 o o Veriiga (2), 4 (324%) 136
symplomatic hypatensian (1),
facial paralysis (1),
precordial pain {1}
fever (1),
heemarrhage (1)
Vermeesch, 1996 cAB o o o o o o o o 100
BC 2 o o o o o o 2{0.6%) 100
e 3 studies

» Adverse events:
o Bromocriptine 20%
o Cabergoline 11.8%

e Longer duration of symptoms in bromocriptine
group

2021/05/29
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Safety Profile

O
» Conclusions:
o Adverse events generally benign, tolerable and self-resolving
o Cabergoline is better tolerated than bromocriptine
o Caution is needed given pharmacovigilence data

o Caution should be exercised in patients with psychiatric
disorders

Counselling

2021/05/29
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Counselling

O

16



Counselling

s s |

Partial ’ moderate pain, bearable hardening/tenderness
15% of breasts, few drops of milk >3d or copious
amounts <3d

Rebound 3% 3%

Counselling

O

RETURN TO HOSPITAL:
-chest pain
-shortness of breath
-severe headache
-seizure
-hallucination/delusions

2021/05/29
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Counselling

-Uncontrolled hypertension -PET or gHTN

-History of fibrotic disorders -Doses >1mg

-History of cardiac valvulopathy -Cardiovascular disease
-Known hypersensitivity -Smoking

-Hepatic insufficiency -Raynaud'’s syndrome

-Psychiatric conditions with
predisposition for psychosis
-Ergot derivatives
-Clarithromycin/ Itraconazole

Women Living with HIV

» SOGC GL #310

o Breastfeeding is not recommended regardless of
CART or VL

~ Potential transmission of both cell-free and cell-
associated DNA

o Symptoms of engorgement
~ Acetaminophen, ibuprofen and cold compresses

o The co-administration of bromocriptine and
cabergoline is Cl with protease inhibitors

2021/05/29
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gl research aroce STD&AIDS

Evaluation of cabergoline for lactation :‘.i;mﬁ-.mm

inhibition in women living with HIV ;..“.L"‘_:':m.__,_""‘h".._
sl omissurg

Isabelle Boucoiran'? 0, Mallssa m;-_'.. Vanessa Pellq\iﬂ‘i
ﬂnlmﬂmnd"'.NmLSluulun + Rosie Thibaudeau', Ema
Ferreira®™, Julie Autmizguine’™'®, Fatima Kakkar™'®, Marc
Boucher'”, Deborah Money™* and Karen Tulloch'"

Table 2. Reported adverse events during the postpartum period
in women living with HIV after taking a single oral dose of

(=670 (%)  (n1=58.n (%)

Headache 4(6.0) 14(24.1)

Dizziness I1(16.4) B(13.8)
Mausea and vomiting 3(4.5) 5(8.6)
Hand or foot numbness 4(6.0) B(13.8)
Hand or foot pain 2(3.0) 4(6.9)
Any adverse effects 20(29.8) 24(41.4)

concomitant use is not a Cl

cabergoline [ mg Adverse |d2 di4 P value
Day 2 postpartum Day |4 postpartum effects

» No significant association between specific ARV
medication and adverse effects

* No evidence of clinically significant drug interaction and

PI (N=29) 35.3% 42.9% 0.203
Integrase  64.7% 56.7% 0.309
inhibitor

(N=30)

» Options are available for patients requesting
lactation inhibition or suppression

* Individualized care is important

2021/05/29
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