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Optimizing aTTP/iTTP Diagnosis and Care Using
Electronic Health Record Capabilities

This guide provides educational information to help emergency departments, hospitals,
and health systems use Reminders and Order Sets to expedite aTTP/iTTP diagnosis and
provide appropriate care.

INDICATIONS:
CABLIVI (caplacizumab-yhdp) is indicated for the treatment of adult patients with acquired thrombotic
thrombocytopenic purpura (aTTPJ, in combination with plasma exchange and immunosuppressive therapy.

IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS:

CABLIVI is contraindicated in patients with a previous severe hypersensitivity reaction to caplacizumab-yhdp or to any
of its excipients. Hypersensitivity reactions have included urticaria.

Please see additional Important Safety Information throughout and accompanying full Prescribing Information.

Functions and features may change with EHR software updates. This guide includes examples and hypothetical screenshots for
consideration only. The information provided is not medical advice, which is solely the health system’s responsibility.

aTTP/iTTP=acquired or immune-mediated thrombotic thrombocytopenic purpura.
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Support Timely Evaluation and Treatment of aTTP/iTTP Using Electronic Health Records (EHRs)

aTTP/iTTP is a rare and life-threatening blood

i i ISTH Guidelines recommend CABLIVI* in combination with PEX and immunosuppressive
disorder that often presents as a medical
emergency.'* Diagnosing aTTP /iTTP can be therapy for acute aTTP events—initial and relapsing®
difficult because the complex presentation
often includes symptoms that resemble other
. . . ISTH
. 2
disorders; early treatment is essential. GUIDELINES EaTTE START CABLIVI* SRR T
RECOMMEND ADAMTS13
2 -
Who should not start CABLIVI? CABLIVI* (e G
— SEE Diagnosis through administration of CABLIVI in
L1 CABLIVIis contraindicated in patients with a START clinical assessment combination with PEX and ﬁg:rftsrlztt;s:nrf::g:iona
previous severe hypersensitivity reaction to SUPPORT immunocsuppressive therapy
caplacizumab-yhdp or to any of its excipients
*A conditional recommendation defined as desirable effects of the recor dation probably outweighing the undesirable effects. Assumes timely access to
H H ADAMTS13 testing and clinical diagnosis based on high likelihood of aTTP. In de novo patients where no reasonable access to ADAMTS13 activity testing is available,
D Wltthld CABL|VI treatment 7 days prlor to the Guidelines do not recommend CABLIVI; however, treatment of a patient previously diagnosed with aTTP could be safely undertaken on clinical grounds without
elective surgery, dental procedures, or other the need for a confirmatory ADAMTS13 test.

invasive interventions
tThe ISTH TTP Guidelines refer to aTTP as iTTP.

EHR capabilities such as Rule Messages and Order Sets can help a hospital/health system follow the ISTH Guidelines by prompting
actions such as medication orders and ADAMTS13 testing to support treatment decisions.

IMPORTANT SAFETY INFORMATION (cont’d)
WARNINGS AND PRECAUTIONS:

Hemorrhage:

e CABLIVlincreases the risk of bleeding. In clinical studies, severe bleeding adverse reactions of epistaxis, gingival bleeding,
upper gastrointestinal hemorrhage, and metrorrhagia were each reported in 1% of subjects. Overall, bleeding events occurred
in approximately 58% of patients on CABLIVI versus 43% of patients on placebo.

Please see additional Important Safety Information throughout and accompanying full Prescribing Information.

PEX=plasma exchange.
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‘ Using Best Practice Advisories to Promote aTTP/iTTP Evaluation

Reminders can support proactive identification of at-risk patients for further hospitalists, hematologists, nephrologists, transfusion medicine/blood bank,

evaluation to differentiate aTTP/iTTP from other conditions. critical care physicians (ICU).

Example criteria for configuring a Reminder consistent with the ISTH TTP Timing for when to display: When the prior criteria are met.

Diagnosis Guidelines and published blood reference ranges are shown here for

illustrative purposes only. Example message to display in Reminder: Patient may be experiencing aTTP
based on thrombocytopenia and evidence of MAHA. Please refer to hematologist

Potential inclusion criteria: or nephrologist and use the recommended Order Set or indicate the reason for a

Platelet count <100 x 10°/L® AND microangiopathic hemolytic anemia (MAHAJ* different course of action.

defined as follows:
elined as forows Display values in Reminder under message for the following:

L1 If female adult, Hb <12 g/dl and hematocrit <36%¢ OR 0 Platelets 0 Hematocrit O LDH
1 If male adult, Hb <14 g/dl and hematocrit <40%¢ AND 0 Hb 1 Haptoglobin O Schistocytes
L1 Low haptoglobin <41 mg/dL’ AND
Actions:
L] Increased LDH >333 IU/L8 AND
) . , L1 Open aTTP Order Set blood bank
L] Schistocytes (presence in peripheral blood smear) >1%’ AND
_ _ L1 Refer to hematology L[] Reason:
L] Relatively preserved renal function®
L1 Refer to nephrology
Display Reminder for: Emergency department health care professionals, 1 Refer to transfusion medicine/

*Hb and hematocrit below reference range, low haptoglobin, elevated LDH, presence of schistocytes in peripheral blood smear.



‘ Requesting Reminders

A physician or other authorized person for hospital EHR changes may provide specific information needed for EHR Reminder setup to the EHR support
team. Necessary criteria include the categories listed below.

LI Inclusion and exclusion criteria for Reminders L1 Example of text to be displayed in Reminders
L1 Timing for when to display Reminders in the workflow L1 Actions to take based upon the Reminder recommendation

L1 Display restrictions

Patient may be experiencing acquired Thrombotic Thrombocytopenic
Purpura (aTTP) based on thrombocytopenia and evidence of MAHA.
Please refer to hematologist or nephrologist and use the recommended
order set or indicate the reason for different course of action.

Platelets 25 x 10°%/L

Hb 10 g/dL

Hematocrit 34%

Haptoglobin 33 mg/dL

LDH 275 1U/L

Schistocytes 1.1 (Schistocytes in peripheral blood smear)

Refer to specialty

Refer to transfusion medicine/blood bank

Accept Cancel Hypothetical example
of an EHR Reminder.

Note: Check ability to list lab results in EHR Reminders.



Using Order Sets to Help Provide Cablivi'f
Appropriate aTTP/iTTP Care caplacizumab-yhdp

Inpatient and discharge Order Sets can

be configured to include all appropriate IHI IN THE HOSPITAL G} AT HOME
treatments and help ensure necessary orders
are placed. In the case of suspected aTTP/ Q Q Q Q
iTTP, these may include bloodwork for
ADAMTS13 testing and/or medication orders to INITIATION OF CABLIVI ADMINISTRATION DURING ADMINISTRATION AFTER TREATMENT EXTENSION
] ) S ) DAY 1 PEX PERIOD PEX PERIOD (30 DAYS) (UP TO 28 DAYS IF NEEDED?)
include CABLIVI in combination with PEX and
. . 11-mg bolus IV injection 11-mg SC injection 11-mg SC injection daily 11-mg SC injection daily
immunosuppressive therapy. before PEX* daily after PEX
+

The CABLIVI dosing regimen shows the specific 11-mg SC injection after PEX
information to include when adding CABLIVI to an If a dose of CABLIVI is missed during the PEX period, it should be If a dose of CABLIVI is missed after the PEX period, it can

given as soon as possible be administered within 12 hours of the scheduled time of

eX|st|ng Inpatlent hospltal Order Set for PEX and administration. Beyond 12 hours, the missed dose should be

immunosu ppressive therapy or when creating a skipped and the next daily dose administered according to the
. usual dosing schedule
new Order Set for discharge. ¢

Hospital aTTP/iTTP Order Sets for PEX and

Discontinue CABLIVI if the patient experiences >2 recurrences of aTTP while on CABLIVI.

immunosuppressive therapy may need to be Withhold CABLIVI treatment 7 days prior to elective surgery, dental procedures, or other invasive interventions.
updated to include CABLIVI 1 1_mg bolus IV Avoid concomitant use of antiplatelet agents or anticoagulants.
injection' and new Order Sets may be needed for *Should be administered at least 15 minutes prior to PEX.

*Administration can be continued for up to 28 additional days if signs of underlying disease persist, such as suppressed ADAMTS13 levels.

aTTP/iTTP discharge including CABLIVI
11-mg subcutaneous injection.

IMPORTANT SAFETY INFORMATION (cont’d)
WARNINGS AND PRECAUTIONS: (cont’d)

Hemorrhage: (cont’d)
e Inthe postmarketing setting cases of life-threatening and fatal bleeding were reported in patients receiving CABLIVI.

Please see additional Important Safety Information throughout and accompanying full Prescribing Information.

SC=subcutaneous.
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# Order Set Clear All Orders
II In the HOSpital @ acquired Thrombotic R X Remove Order Sets
u Thrombocytopenic Purpura - IP IV
W Blood Bank
Requesting and Implementing Inpatient Order Set Changes || Plasma Exchange
w Consults

A physician or other authorized person for hospital EHR changes may | Specialty Consults

provide specific information needed for modifying an EHR inpatient [ ] Consult to case manager for patient enroliment

Order Set for aTTP/iTTP. Necessary criteria include the categories P Fluid and Electrolytes
listed below. P Imaging
» Nursing
Requesting Changes to an Existing Inpatient Order Set v Labs
[ | ADAMTS13 test
The request to update an Order Set typically requires: [] cBC
D Haptoglobin
L1 The types of Order Set(s) affected by the change. For example, " LDH
“acquired thrombotic thrombocytopenic purpura - IP IV” [ ] schistocytes in peripheral blood smear

w Medications
[ ] CABLIVI 11 MG INJECTION KIT
[ ] CABLIVI 11 MG SOLUTION FOR INJECTION
D [immunosuppressive therapy]

L1 Whether the order for a drug should be defaulted as “selected” p Other Orders

or “unselected” ) PRN Medications
W Patient Education

[ ] CABLIVI Patient Solutions Enroliment Form
1 Patient follow-up to be included, if applicable [] CABLIVI Patient Brochure

L1 The specific medication to be added. For example,
“CABLIVI 11 mg bolus IV injection kit, plasma exchange,
and immunosuppressive therapy”

L1 Patient education information to be included, if applicable

Hypothetical example of an inpatient
Order Set with CABLIVI IV treatment added.

IMPORTANT SAFETY INFORMATION (cont’d)
WARNINGS AND PRECAUTIONS: (cont’d)

Hemorrhage: (cont’d)

e The risk of bleeding is increased in patients with underlying coagulopathies (e.g. hemophilia, other coagulation factor
deficiencies). It is also increased with concomitant use of CABLIVI with drugs affecting hemostasis and coagulation.

Please see additional Important Safety Information throughout and accompanying full Prescribing Information.
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‘ Discharge Order Sets

G} At Home

Requesting and Implementing a New Discharge Order Set

A physician or other authorized person for hospital EHR changes provides specific information for creating a
new discharge Order Set for aTTP/iTTP. Necessary criteria include the categories listed below.

Requesting a New Discharge Order Set

The request to create an Order Set typically includes:

The name for the Order Set(s). For example, acquired thrombotic thrombocytopenic purpura - Outpatient SC
The categories of orders to be added. For example, Blood Bank, Nursing, Labs, Medications, Other Tests

The specific clinical items to be added. For example, CABLIVI (medication] 11-mg subcutaneous, 30 days
post discontinuation of PEX, and (immunosuppressive therapy)

Follow-up visit to evaluate ADAMTS13 for therapy extension evaluation*

oo OO

Whether each order should be defaulted as “selected” or “unselected”
Patients who are prescribed CABLIVI can enroll in the patient assistance program to receive
additional training, specialty pharmacy services, and financial assistance for patients who qualify.

Find more information and download the enrollment form at https://www.cablivi.com/attp/
cablivi-patient-solutions

*|f after initial treatment course, sign(s) of persistent underlying disease such as suppressed
ADAMTS13 activity levels remain present, treatment may be extended for a maximum of 28 days.

IMPORTANT SAFETY INFORMATION (cont’d)
WARNINGS AND PRECAUTIONS: (cont’d)

Hemorrhage: (cont’d)
e Avoid concomitant use of CABLIVI with antiplatelet agents or anticoagulants. If clinically significant
bleeding occurs, interrupt use of CABLIVI. Von Willebrand factor concentrate may be administered to
rapidly correct hemostasis. If CABLIVI is restarted, monitor closely for signs of bleeding.

Please see additional Important Safety Information throughout and accompanying full Prescribing Information.
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" Order Set

__clear All Orders

@ acquired Thrombotic A % Remove Order Sets
Thrombocytopenic Purpura - OP SC
w Consults
D Specialty Consults
D Consult to case manager for patient enrollment
D Follow-up visit to evaluate ADAMTS13*
Fluid and Electrolytes
Imaging
Nursing
Labs
[ ] ADAMTS13
[] cec
D Haptoglobin
[] LoH
[] mcv
L] INR
] Schistocytes in peripheral blood smear
[ ] Indirect bilirubin
D Reticulocyte count
[] Creatinine
W Medications
["] CABLIVI 11-mg subcutaneous*
D [Immunosuppressive therapy]
) Other Orders
) PRN Medications
¥ Patient Education
[] CABLIVI Administration Training Guide
D CABLIVI Doctor Discussion Guide

{VVV

Hypothetical example of a discharge Order Set with
CABLIVI subcutaneous treatment added.
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IMPORTANT SAFETY INFORMATION AND INDICATIONS
IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS:

CABLIVI is contraindicated in patients with a previous severe hypersensitivity reaction to
caplacizumab-yhdp or to any of its excipients. Hypersensitivity reactions have included urticaria.

WARNINGS AND PRECAUTIONS:
Hemorrhage:

e CABLIVI increases the risk of bleeding. In clinical studies, severe bleeding adverse
reactions of epistaxis, gingival bleeding, upper gastrointestinal hemorrhage, and
metrorrhagia were each reported in 1% of subjects. Overall, bleeding events occurred in
approximately 58% of patients on CABLIVI versus 43% of patients on placebo.

e Inthe postmarketing setting cases of life-threatening and fatal bleeding were reported in
patients receiving CABLIVI.

e The risk of bleeding is increased in patients with underlying coagulopathies (e.g.
hemophilia, other coagulation factor deficiencies). It is also increased with concomitant
use of CABLIVI with drugs affecting hemostasis and coagulation.

e Avoid concomitant use of CABLIVI with antiplatelet agents or anticoagulants. If clinically
significant bleeding occurs, interrupt use of CABLIVI. Von Willebrand factor concentrate
may be administered to rapidly correct hemostasis. If CABLIVI is restarted, monitor closely
for signs of bleeding.

e Withhold CABLIVI for 7 days prior to elective surgery, dental procedures or other
invasive interventions. If emergency surgery is needed, the use of von Willebrand factor
concentrate may be considered to correct hemostasis. After the risk of surgical bleeding
has resolved, and CABLIVI is resumed, monitor closely for signs of bleeding.

Visit www.cablivi.com/hcp for more information.
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ADVERSE REACTIONS:
The most common adverse reactions (>15% of patients) were epistaxis (29%), headache (21%)
and gingival bleeding (16%).

CONCOMITANT USE OF ANTICOAGULANTS OR ANTIPLATELET AGENTS:
Concomitant use of CABLIVI with any anticoagulant or antiplatelet agent may increase the risk
of bleeding. Avoid concomitant use when possible. Assess and monitor closely for bleeding with
concomitant use.

PREGNANCY:
There are no available data on CABLIVI use in pregnant women to inform a drug associated risk
of major birth defects and miscarriage.

e Fetal/neonatal adverse reactions: CABLIVI may increase the risk of bleeding in the fetus
and neonate. Monitor neonates for bleeding.

e Maternal adverse reactions: All patients receiving CABLIVI, including pregnant women,

are at risk for bleeding. Pregnant women receiving CABLIVI should be carefully monitored
for evidence of excessive bleeding.

INDICATIONS:

CABLIVI (caplacizumab-yhdp) is indicated for the treatment of adult patients with acquired
thrombotic thrombocytopenic purpura (@TTP), in combination with plasma exchange and
immunosuppressive therapy.

Please see accompanying full Prescribing Information.
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