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Lamictal (lamotrigine): Drug Safety
Communication - Serious Immune System
Reaction

AUDIENCE: Health Professional, Patient,
Pharmacy

ISSUE: The FDA is warning that the
medicine Lamictal (lamotrigine) for seizures
and bipolar disorder can cause a rare but very
serious reaction that excessively activates the
body's infection-fighting immune system. This
can cause severe inflammation throughout the
body and lead to hospitalization and death,
especially if the reaction is not diagnosed and
treated quickly. As a result, we are requiring a
new warning about this risk be added to the
prescribing information in the lamotrigine drug
labels.

BACKGROUND: The immune
system reaction, called hemophagocytic
lymphohistiocytosis (HLH), causes an
uncontrolled response by the immune system.
HLH typically presents as a persistent fever,
usually greater than 101°F, and it can lead to
severe problems with blood cells and organs
throughout the body such as the liver, kidneys,
and lungs.

Lamotrigine is used alone or with other
medicines to treat seizures in patients two years
and older. It may also be used as maintenance
treatment in patients with bipolar disorder to
help delay the occurrence of mood episodes
such as depression, mania, or hypomania.
Stopping lamotrigine without first talking to
a prescriber can lead to uncontrolled seizures,
or new or worsening mental health problems.
Lamotrigine has been approved and on the
market for 24 years, and is available under the
brand name Lamictal and as generics.

RECOMMENDATION: Healthcare
professionals should be aware that prompt
recognition and early treatment is important
for improving HLH outcomes and decreasing
mortality. Diagnosis is often complicated
because early signs and symptoms such as fever
and rash are not specific. HLH may also be
confused with other serious immune-related
adverse reactions such as Drug Reaction with
Eosinophilia and Systemic Symptoms (DRESS).

Evaluate patients who develop fever or
rash promptly, and discontinue lamotrigine
if HLH or another serious immune-related
adverse reaction is suspected and an alternative
etiology for the signs and symptoms cannot be
established. Advise patients to seek immediate
medical attention if they experience symptoms
of HLH during lamotrigine treatment. A
diagnosis of HLH can be established if a patient
has at least five of the following eight signs or
symptoms:

- fever and rash

+ enlarged spleen

* cytopenias

+ elevated levels of triglycerides or low blood
levels of fibrinogen

+ high levels of blood ferritin

+ hemophagocytosis identified through bone
marrow, spleen, or lymph node biopsy

+ decreased or absent Natural Killer (NK) Cell
activity

+ elevated blood levels of CD25 showing
prolonged immune cell activation

Patients or their caregivers should contact

their health care professionals right away if

they experience any symptom of HLH while

taking lamotrigine. HLH can occur within days

to weeks after starting treatment. A physical

examination and specific laboratory blood tests

and other evaluations are used to diagnose

HLH. Signs and symptoms of HLH include but

are not limited to:

« fever

+ enlarged liver; symptoms may include pain,
tenderness, or unusual swelling over the liver
area in the upper right belly

swollen lymph nodes
« skin rashes
« yellow skin or eyes
+ unusual bleeding
* nervous system problems, including seizures,
trouble walking, difficulty seeing, or other
visual disturbances

Read the patient Medication Guide, which
explains the benefits and risks of lamotrigine,
every time you get a new prescription because
the information may change. Do not stop taking
lamotrigine without talking to your health care
professional first as doing so can cause serious
problems.

Read the MedWatch Safety Alert, including
a link to the FDA Drug Safety Communication,
at: https://www.fda.gov/Safety/MedWatch/
SafetyInformation/SafetyAlertsforHumanMedi
calProducts/ucm605628.htm

Lamotrigine ] 5 F] B B H {th 52 Y f
H - Blha#E 2 5 PL B N B (seizures )
ZE 5 IR A B SE (bipolar disorder) J
ABIHERF R - DIEBIIERR (S (40 - &
&~ TR IR ) S 1F o SCE FDA 317
YL 2 A 0 Lamictal® (lamotrigine ) &
5 k= LB g B Y S - S R O SRR
w8 JF 07 P2 IS JRE R R WA L1 B 8 7K E REL A B
a4 FE (hemophagocytic lymphohistiocytosis,
HLH) ° HLH ¥ RUAEIR R RFf a8 6% - W=
AEER101°F(38.3°C ) » H T REEEUMERH
N e (AP ~ B BT R ) H R e e
I o FOREVRFZ2EGHE - IRl Re S 8E
BERIZEL » AL > 5SBd FDA SR 4
EERUR G E S

B E N BIE T KRR BN 5
ERE NS HLH KRR SE CRIEH &
o N HLH & FHIRERIER (20585
Mg ) SERE F20t: - HCERo R IR
HLH th m e B H il 8% B2 (0 S AH R A R
JEIRYE » W1 Drug Reaction with Eosinophilia
and Systemic Symptoms ( DRESS) = % A
IR 2 B e S8 B S HLH BH B 5
HI R R A RS - LS H e
FH LM 1E lamotrigine {ETE © ISR A
1E{# A lamotrigine &2 H H B HLHE
ik o RN AOZRIEREE - 2R AHELT
AEARE TR LA - RIA]HERS iy HLH -

1. ZELERIEZ 2 (fever and rash)

2. [BJigifiE K (enlarged spleen)

3. BRI (cytopenias)

4. 5 =B HMIBIME (elevated levels of
triglycerides) BAEAEAEE H IR MLEE ( low
blood levels of fibrinogen)

5. AR FH AR H S MEHE(HE (high levels of
blood ferritin)

6.8 B8 ~ [ Bk Bk 2 ) BB I A
(hemophagocytosis identified through bone

marrow, spleen, or lymph node biopsy)
7. AR MM (natural killer, NK) {&E{EAL
BGiRK: (decreased or absent NK Cell activity)
8.1 CD25 & » #H 7 78 1% Ml i 75 1k
(elevated blood levels of CD25 showing
prolonged immune cell activation)

W A B CH R S R A IR A
lamotrigine Ff 31 HLH fEAR » FEI7 B4R
BREZE A B - HLH A RE B BHAGTA R
I RBRENZA: - nEE i 2
[k A he HAMFEAL RS © HLH BRI RELE
ARELAR -

1. 3kt

2. IR SEAR a0 ~ BREG L
FF A 85 5 6 e

3. PRESHE IR

4. JZFEE

5. K2R BRI S

6. A= H I

7. S SRAAHRR R - BIAn « B ~ 17ER
HE ~ BAERFHERRT I ME

[X By lamotrigine Z AHFH &N T REE G Fir
ST+ FRA AR R BANLHTIE ST - R
JERREHEEFERT © T % lamotrigine HY 2R A
JE\BE - 5571 B 1715 H lamotrigine » DLSAIERL
HLAth 5 B R (BT - SRS SRR AT 2
BRI BCE L OB R EE ) -

FHERRNELELEAS TS 2275 FDAREYL

https://www.fda.gov/Safety/MedWatch/
SafetyInformation/SafetyAlertsforHumanMedi
calProducts/ucm605628.htm
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