Hello,

We are pleased to share the recent FDA approval of XPOVIO™ (selinexor) — for the treatment of
relapsed or refractory multiple myeloma — the first and only approved oral nuclear export inhibitor
that blocks XPO1.
XPOVIO is indicated in combination with dexamethasone for the treatment of adult patients with relapsed
or refractory multiple myeloma (RRMM) who have received at least four prior therapies and whose disease
is refractory to at least two proteasome inhibitors, at least two immunomodulatory agents, and an anti-CD38
monoclonal antibody.
This indication is approved under accelerated approval based on response rate. Continued approval for this
indication may be contingent upon verification and description of clinical benefit in a confirmatory trial.
STORM Part 2* included 122 patients with RRMM who had previously received 3 or more anti-myeloma
treatment regimens including an alkylating agent, glucocorticoids, bortezomib, carfilzomib, lenalidomide,
pomalidomide, and an anti-CD38 monoclonal antibody; and whose myeloma was documented to be refractory to
glucocorticoids, a proteasome inhibitor, an immunomodulatory agent, an anti-CD38 monoclonal antibody and to
the last line of therapy.
The approval of XPOVIO was based upon the efficacy and safety in a prespecified subgroup analysis
of the 83 patients whose disease was refractory to bortezomib, carfilzomib, lenalidomide, pomalidomide, and
daratumumab, as the benefit-risk ratio appeared to be greater in this more heavily pretreated population than in
the overall trial population.

The median time since diagnosis was 7 years. Patients received a median of 8 prior
treatment regimens:
• Overall response rate (ORR)† of 25.3% (95% Cl: 16.4-36.0)
• Stringent complete response (sCR) in 1 patient
• No patients achieved a complete response (CR)
• The median duration of response was 3.8 months (95% CI: 2.3-not estimable)
• The median time to first response was 1 month‡

IMPORTANT SAFETY INFORMATION
Thrombocytopenia
XPOVIO can cause thrombocytopenia, leading to potentially fatal hemorrhage. Thrombocytopenia was reported
as an adverse reaction in 74% of patients, and severe (Grade 3-4) thrombocytopenia occurred in 61% of patients
treated with XPOVIO. The median time to onset of the first event was 22 days. Bleeding occurred in 23% of
patients with thrombocytopenia, clinically significant bleeding occurred in 5% of patients with thrombocytopenia
and fatal hemorrhage occurred in <1% of patients.
Monitor platelet counts at baseline, during treatment, and as clinically indicated. Monitor more frequently during
the first two months of treatment. Institute platelet transfusion and/or other treatments as
clinically indicated. Monitor patients for signs and symptoms of bleeding and evaluate promptly. Interrupt and/or
reduce dose, or permanently discontinue based on severity of adverse reaction.

Continued on next page.

For more information, visit XPOVIO.com.
*STORM Part 2 was a multicenter, single-arm, open-label study of patients with RRMM. STORM Part 2 included 122 patients with RRMM who had
previously received 3 or more anti-myeloma treatment regimens. In STORM Part 2, a total of 122 patients were treated with XPOVIO (80 mg) in
combination with dexamethasone (20 mg) on Days 1 and 3 of every week. Treatment continued until disease progression, death, or unacceptable toxicity.
†Includes sCR + CR + very good partial response (VGPR) + partial response (PR). ORR was the primary efficacy endpoint in the STORM Part 2 clinical trial.
‡1 month=4 weeks.

IMPORTANT SAFETY INFORMATION (cont’d)
Neutropenia
XPOVIO can cause neutropenia, potentially increasing the risk of infection. Neutropenia was reported as an
adverse reaction in 34% of patients, and severe (Grade 3-4) neutropenia occurred in 21% of patients treated
with XPOVIO. The median time to onset of the first event was 25 days. Febrile neutropenia was reported in
3% of patients.
Obtain neutrophil counts at baseline, during treatment, and as clinically indicated. Monitor more frequently
during the first two months of treatment. Monitor patients for signs and symptoms of concomitant infection
and evaluate promptly. Consider supportive measures including antimicrobials for signs of infection and use
of growth factors (e.g., G-CSF). Interrupt and/or reduce dose, or permanently discontinue based on severity of
adverse reaction.
Gastrointestinal Toxicity
Gastrointestinal toxicities occurred in patients treated with XPOVIO.
Nausea/Vomiting
Nausea was reported as an adverse reaction in 72% of patients, and Grade 3 nausea occurred in 9% of patients
treated with XPOVIO. The median time to onset of the first nausea event was 3 days.
Vomiting was reported in 41% of patients, and Grade 3 vomiting occurred in 4% of patients treated with XPOVIO.
The median time to onset of the first vomiting event was 5 days.
Provide prophylactic 5-HT3 antagonists and/or other anti-nausea agents, prior to and during treatment
with XPOVIO. Manage nausea/vomiting by dose interruption, reduction, and/or discontinuation. Administer
intravenous fluids and replace electrolytes to prevent dehydration in patients at risk. Use additional
anti-nausea medications as clinically indicated.
Diarrhea
Diarrhea was reported as an adverse reaction in 44% of patients, and Grade 3 diarrhea occurred in 6% of
patients treated with XPOVIO. The median time to onset of diarrhea was 15 days.
Manage diarrhea by dose modifications and/or standard anti-diarrheal agents; administer intravenous fluids
to prevent dehydration in patients at risk.
Anorexia/Weight Loss
Anorexia was reported as an adverse reaction in 53% of patients, and Grade 3 anorexia occurred in 5%
of patients treated with XPOVIO. The median time to onset of anorexia was 8 days.
Weight loss was reported as an adverse reaction in 47% of patients, and Grade 3 weight loss occurred in 1%
of patients treated with XPOVIO. The median time to onset of weight loss was 15 days.
Monitor patient weight at baseline, during treatment, and as clinically indicated. Monitor more frequently during
the first two months of treatment. Manage anorexia and weight loss with dose modifications, appetite stimulants,
and nutritional support.
Hyponatremia
XPOVIO can cause hyponatremia; 39% of patients treated with XPOVIO experienced hyponatremia, 22% of patients
experienced Grade 3 or 4 hyponatremia. The median time to onset of the first event was 8 days.
Monitor sodium level at baseline, during treatment, and as clinically indicated. Monitor more frequently
during the first two months of treatment. Correct sodium levels for concurrent hyperglycemia (serum glucose >150
mg/dL) and high serum paraprotein levels. Treat hyponatremia per clinical guidelines (intravenous saline and/or salt
tablets), including dietary review. Interrupt and/or reduce dose, or permanently discontinue based on severity of
adverse reaction.
Continued on next page.

For more information, visit XPOVIO.com.

IMPORTANT SAFETY INFORMATION (cont’d)
Infections
In patients receiving XPOVIO, 52% of patients experienced any grade of infection. Upper respiratory tract infection
of any grade occurred in 21%, pneumonia in 13%, and sepsis in 6% of patients. Grade ≥3 infections were reported
in 25% of patients, and deaths resulting from an infection occurred in 4% of patients. The most commonly reported
Grade ≥3 infections were pneumonia in 9% of patients, followed by sepsis in 6%. The median time to onset was
54 days for pneumonia and 42 days for sepsis. Most infections were not associated with neutropenia and were
caused by non-opportunistic organisms.
Neurological Toxicity
Neurological toxicities occurred in patients treated with XPOVIO.
Neurological adverse reactions including dizziness, syncope, depressed level of consciousness, and mental status
changes (including delirium and confusional state) occurred in 30% of patients, and severe events (Grade 3-4)
occurred in 9% of patients treated with XPOVIO. Median time to the first event was 15 days.
Optimize hydration status, hemoglobin level, and concomitant medications to avoid exacerbating dizziness or
mental status changes.
Embryo-Fetal Toxicity
Based on data from animal studies and its mechanism of action, XPOVIO can cause fetal harm when administered
to a pregnant woman. Selinexor administration to pregnant animals during organogenesis resulted in structural
abnormalities and alterations to growth at exposures below those occurring clinically at the recommended dose.
Advise pregnant women of the potential risk to a fetus. Advise females of reproductive potential and males with
a female partner of reproductive potential to use effective contraception during treatment with XPOVIO and for
1 week after the last dose.

ADVERSE REACTIONS
The most common adverse reactions (incidence ≥20%) are thrombocytopenia, fatigue, nausea, anemia,
decreased appetite, decreased weight, diarrhea, vomiting, hyponatremia, neutropenia, leukopenia, constipation,
dyspnea, and upper respiratory tract infection.
The treatment discontinuation rate due to adverse reactions was 27%; 53% of patients had a reduction in the XPOVIO
dose, and 65.3% had the dose of XPOVIO interrupted. The most frequent adverse reactions requiring permanent
discontinuation in 4% or greater of patients who received XPOVIO included fatigue, nausea, and thrombocytopenia. The
rate of fatal adverse reactions was 8.9%.
Of the 202 patients with RRMM who received XPOVIO, 49% were 65 years of age and over, while 11% were 75
years of age and over. No overall difference in effectiveness was observed in patients over 65 years of age,
including patients over 75 years of age, when compared with younger patients. When comparing patients 75 years
of age and older to younger patients, older patients had a higher incidence of discontinuation due to an adverse
reaction (44% vs 27%), higher incidence of serious adverse reactions (70% vs 58%), and higher incidence of fatal
adverse reactions (17% vs 9%).
To report an adverse event or product complaint, please call 888-209-9326 immediately.
For medical information inquiries, please call 888-209-9326 or email medicalinformation@karyopharm.com.
Please see accompanying XPOVIO Full Prescribing Information.

We are pleased that you and your patients may now have the first and only approved oral nuclear
export inhibitor as an option in the treatment of relapsed or refractory multiple myeloma. Learn more
at XPOVIO.com.
Sincerely,

Jatin Shah, MD
EVP, Chief Medical Officer
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