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INTRAVENOUS KETAMINE INFUSION FOR TREATMENT OF DEPRESSION

Non-Discrimination Statement and Multi-Language Interpreter Services information are located at
the end of this document.

Coverage for services, procedures, medical devices and drugs are dependent upon benefit
eligibility as outlined in the member's specific benefit plan. This Medical Coverage Guideline must
be read in its entirety to determine coverage eligibility, if any.

This Medical Coverage Guideline provides information related to coverage determinations only
and does not imply that a service or treatment is clinically appropriate or inappropriate. The
provider and the member are responsible for all decisions regarding the appropriateness of care.
Providers should provide BCBSAZ complete medical rationale when requesting any exceptions to
these guidelines.

The section identified as “Description” defines or describes a service, procedure, medical device
or drug and is in no way intended as a statement of medical necessity and/or coverage.

The section identified as “Criteria” defines criteria to determine whether a service, procedure,
medical device or drug is considered medically necessary or experimental or investigational.

State or federal mandates, e.g., FEP program, may dictate that any drug, device or biological
product approved by the U.S. Food and Drug Administration (FDA) may not be considered
experimental or investigational and thus the drug, device or biological product may be assessed
only on the basis of medical necessity.

Medical Coverage Guidelines are subject to change as new information becomes available.

For purposes of this Medical Coverage Guideline, the terms "experimental" and "investigational”
are considered to be interchangeable.

BLUE CROSS®, BLUE SHIELD® and the Cross and Shield Symbols are registered service marks
of the Blue Cross and Blue Shield Association, an association of independent Blue Cross and
Blue Shield Plans. All other trademarks and service marks contained in this guideline are the
property of their respective owners, which are not affiliated with BCBSAZ.
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INTRAVENOUS KETAMINE INFUSION FOR TREATMENT OF DEPRESSION (cont.)

Description:

Intravenous (IV) infusions of the anesthetic ketamine have been investigated for the treatment of
depression including severe and drug resistant depression. 1V infusions of ketamine are administered in
an outpatient setting and may include multiple infusions. Treatment resistant depression typically refers to
major depressive episodes that do not respond satisfactorily after two trials of antidepressant
monotherapy; however, the definition has not been standardized. Treatment refractory depression
typically refers to unipolar major depressive episodes that are highly resistant to treatment and do not
respond satisfactorily to many sequential treatment regimens. However, the definition has not been
standardized, and there is no clear demarcation between treatment refractory depression and treatment
resistant depression.

Criteria:

» Intravenous ketamine for the treatment of depression is considered experimental or investigational
based upon:

1. Lack of final approval from the Food and Drug Administration, and

2. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes,
and

3. Insufficient evidence to support improvement of the net health outcome, and

4. Insufficient evidence to support improvement of the net health outcome as much as, or more
than, established alternatives, and

5. Insufficient evidence to support improvement outside the investigational setting.

Resources:

Literature reviewed 01/30/18. We do not include marketing materials, poster boards and non-
published literature in our review.

1. Aan Het Rot M, Zarate CA, Jr., Charney DS, Mathew SJ. Ketamine for depression: where do we
go from here? Biol Psychiatry. Oct 1 2012;72(7):537-547.

2. Arunogiri S, Keks NA, Hope J. Should ketamine be used for the clinical treatment of depression?
Australasian psychiatry : bulletin of Royal Australian and New Zealand College of Psychiatrists.
Aug 2016;24(4):381-384.

3. Cusin C, lonescu DF, Pavone KJ, et al. Ketamine augmentation for outpatients with treatment-

resistant depression: Preliminary evidence for two-step intravenous dose escalation. The
Australian and New Zealand journal of psychiatry. Jan 2017;51(1):55-64.
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INTRAVENOUS KETAMINE INFUSION FOR TREATMENT OF DEPRESSION (cont.)

Resources: (cont.)

4.

10.

11.

12.

13.

14.

Fassauer GM, Hofstetter R, Hasan M, et al. Ketamine metabolites with antidepressant effects:
Fast, economical, and eco-friendly enantioselective separation based on supercritical-fluid
chromatography (SFC) and single quadrupole MS detection. Journal of pharmaceutical and
biomedical analysis. Nov 30 2017;146:410-419.

Hassamal S, Spivey M, Pandurangi AK. Augmentation Therapy With Serial Intravenous Ketamine
Over 18 Months in a Patient With Treatment Resistant Depression. Clinical neuropharmacology.
Sep-Oct 2015;38(5):212-216.

Howland RH. Ketamine for the treatment of depression. J Psychosoc Nurs Ment Health Serv. Jan
2013;51(1):11-14.

Ibrahim L, Diazgranados N, Franco-Chaves J, et al. Course of improvement in depressive
symptoms to a single intravenous infusion of ketamine vs add-on riluzole: results from a 4-week,
double-blind, placebo-controlled study. Neuropsychopharmacology. May 2012;37(6):1526-1533.

lonescu DF, Swee MB, Pavone KJ, et al. Rapid and Sustained Reductions in Current Suicidal
Ideation Following Repeated Doses of Intravenous Ketamine: Secondary Analysis of an Open-
Label Study. J Clin Psychiatry. Jun 2016;77(6):e719-725.

Mathew SJ, Shah A, Lapidus K, et al. Ketamine for treatment-resistant unipolar depression:
current evidence. CNS Drugs. Mar 1 2012;26(3):189-204.

McGirr A, Berlim MT, Bond DJ, Fleck MP, Yatham LN, Lam RW. A systematic review and meta-
analysis of randomized, double-blind, placebo-controlled trials of ketamine in the rapid treatment
of major depressive episodes. Psychol Med. Mar 2015;45(4):693-704.

Murrough JW, losifescu DV, Chang LC, et al. Antidepressant efficacy of ketamine in treatment-
resistant major depression: a two-site randomized controlled trial. Am J Psychiatry. Oct 1
2013;170(10):1134-1142.

Parsaik AK, Singh B, Khosh-Chashm D, Mascarenhas SS. Efficacy of Ketamine in Bipolar
Depression: Systematic Review and Meta-analysis. Journal of psychiatric practice. Nov
2015;21(6):427-435.

Price RB, losifescu DV, Murrough JW, et al. Effects of ketamine on explicit and implicit suicidal
cognition: a randomized controlled trial in treatment-resistant depression. Depress Anxiety. Apr
2014;31(4):335-343.

Price RBL, D V. Intravenous Ketamine for the Treatment of Mental Health Disorders. 2014.
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INTRAVENOUS KETAMINE INFUSION FOR TREATMENT OF DEPRESSION (cont.)

Resources: (cont.)

15.

16.

17.

18.

19.

20.

21.

Rasmussen KG, Lineberry TW, Galardy CW, et al. Serial infusions of low-dose ketamine for
major depression. J Psychopharmacol. May 2013;27(5):444-450.

Singh JB, Fedgchin M, Daly EJ, et al. A Double-Blind, Randomized, Placebo-Controlled, Dose-
Frequency Study of Intravenous Ketamine in Patients With Treatment-Resistant Depression. Am
J Psychiatry. Aug 01 2016;173(8):816-826.

Sos P, Klirova M, Novak T, Kohutova B, Horacek J, Palenicek T. Relationship of ketamine's
antidepressant and psychotomimetic effects in unipolar depression. Neuro Endocrinol Lett.
2013;34(4):287-293.

Szymkowicz SM, Finnegan N, Dale RM. A 12-month naturalistic observation of three patients
receiving repeat intravenous ketamine infusions for their treatment-resistant depression. J Affect
Disord. May 2013;147(1-3):416-420.

UpToDate.com. Bipolar Disorder in Adults: Pharmacotherapy for Acute Depression. 11/09/2017,
07/13/2016, 11/18/2014, .

UpToDate.com. Unipolar Depression in Adults: Management of Highly Resistant (Refractory)
Depression. 11/21/2017, 12/30/2015, 10/20/2015, 12/16/2014.

Vande Voort JL, Morgan RJ, Kung S, et al. Continuation phase intravenous ketamine in adults
with treatment-resistant depression. J Affect Disord. Dec 2016;206:300-304.

FDA Product Approval Information for Ketalar® (ketamine hydrochloride injection):

FDA-approved indication: The sole anesthetic agent for diagnostic and surgical procedures that
do not require skeletal muscle relaxation, best suited for short
procedures but it can be used, with additional doses, for longer
procedures. The induction of anesthesia prior to the administration of
other general anesthetic agents. To supplement low-potency agents,
such as nitrous oxide.
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INTRAVENOUS KETAMINE INFUSION FOR TREATMENT OF DEPRESSION (cont.)

Non-Discrimination Statement:

Blue Cross Blue Shield of Arizona (BCBSAZ) complies with applicable Federal civil rights laws
and does not discriminate on the basis of race, color, national origin, age, disability or sex.
BCBSAZ provides appropriate free aids and services, such as qualified interpreters and written
information in other formats, to people with disabilities to communicate effectively with us.
BCBSAZ also provides free language services to people whose primary language is not English,
such as qualified interpreters and information written in other languages. If you need these
services, call (602) 864-4884 for Spanish and (877) 475-4799 for all other languages and other aids
and services.

If you believe that BCBSAZ has failed to provide these services or discriminated in another way
on the basis of race, color, national origin, age, disability or sex, you can file a grievance with:
BCBSAZ'’s Civil Rights Coordinator, Attn: Civil Rights Coordinator, Blue Cross Blue Shield of
Arizona, P.O. Box 13466, Phoenix, AZ 85002-3466, (602) 864-2288, TTY/TDD (602) 864-4823,
crc@azblue.com. You can file a grievance in person or by mail or email. If you need help filing a
grievance BCBSAZ’s Civil Rights Coordinator is available to help you. You can also file a civil
rights complaint with the U.S. Department of Health and Human Services, Office for Civil Rights
electronically through the Office for Civil Rights Complaint Portal, available at
https://ocrportal.hhs.gov/ocr/portal/lobby.jsf, or by mail or phone at: U.S. Department of Health
and Human Services, 200 Independence Avenue SW., Room 509F, HHH Building, Washington, DC
20201, 1-800-368-1019, 800-537-7697 (TDD). Complaint forms are available at
http://www.hhs.gov/ocr/office/file/index.html

Multi-Language Interpreter Services:

Spanish: 5i usted, o alguien a quien usted esta ayudando, tiene preguntas acerca de Blue Cross Blue Shield of Arizona,
tiene derecho a obtener ayuda e informacion en su idioma sin costo alguno. Para hablar con un intérprete, llame al
602-864-4884.

Mawvajo: Dii kwa'é atah nilinigii Blue Cross Blue Shield of Arizona haada yit' éego bina'idilkidgo &i doodago Haida bija
anilyeedigii t'aadoo le’e yina'iditkidgo beehaz danii holg dii t'ad hazaadlk’ehji haka a’doowolgo bee haz'a doo bagh
linigdd. Ata’ halne'igii kaj’ hich'[" hodiilnih 877-475-4759,

Chinese: fNEE S FHERASHSE, FHMREATEMNSEIE Blue Cross Blue Shield of Arizona 7 EEIE
B CAEERfELUTMBESIIEEIAE, SE—uiiER, FRER TEEART 877-475-4799,

Vietnamese: Néu quy vi, hay ngu'éi ma quy vi dang gidp d&, ¢ ciu héi vé Blue Cross Blue Shield of Arizona quy vi s
cd guydn duge gidp va co thém thong tin bang ngdn ngii cia minh mién phi. D& ndi chuyén vdi mat thing dich vién,
¥in goi 877-475-4799.
Arabic:
Sl glaall g e bl e ! penadl 6 300l 2L sBlue Cross Blue Shield of Arizona e smade bl saelod | adl 2ol f il (S 0
877-475-4799. = sl s jia e Cizatll A3 Ayl 52 e Sl iy 5 5 pual
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INTRAVENOUS KETAMINE INFUSION FOR TREATMENT OF DEPRESSION (cont.)

Multi-Language Interpreter Services: (cont.)

Tagalog: Kung ikaw, o ang iyong tinutulangan, ay may mga katanungan tungkol sa Blue Cross Blue Shield of Arizona,
may karapatan ka na makakuha ng tulong at impormasyon sa iyong wika ng walang gastos. Upang makausap ang
isang tagasalin, tumawag sa 877-475-4799,

Korean: H2F A8 L= A&7 20 W= HHE ALE 0| Blue Cross Blue Shield of Arizona Ml & & & 20|
A0HH AEls JHE T2 25 A6l2 HHE HIE BEE0 S £+ 2= A0 UsLICHL O A
SEAZ WHINED MMM 877-475-4799 £ M ESIE A2,

French: 5i vous, ou quelgu'un gue vous &tes en train d'aider, a des guestions a propos de Blue Cross Blue Shield of
Arizona, vous avez le droit d'obtenir de I'aide et l'information dans votre langue 3 aucun colt. Pour parler & un
interpréte, appelez 877-475-4799.

German: Falls Sie oder jemand, dem Sie helfen, Fragen zum Blue Cross Blue Shield of Arizona haben, haben Sie das
Recht, kostenlose Hilfe und Informationen in lhrer Sprache zu erhalten. Um mit einem Dolmetscher zu sprechen,
rufen Sie bitte die Nummer 877-475-4799 an.

Russian: EcaM y BaC MAK AKMLUA, KOTOPOMY Bhl NOMOTaeTe, MMEIOTCA BONPOCs No noecgy Blue Cross Blue Shield of
Arizona, TO Bbl MMEETE NPEE0 Ha GECNAATHOE MNONYYEHHE NOMOLK W HHQODMALKMK HE BalWem RAIwKe, [nA pasrosopa
C NEpEBOAHMKOM NO3BOHKTE N0 Tenedony 877-475-4799,

Japanese: ZF AR, EREEEHOEDE Y DA TH . Blue Cross Blue Shield of Arizona (22T ZH A
CEVWELEL, CHRFOERTHR—FERITEY., @HREAFLEUTAIENTEET. HEXH
hUERA, BREEESHLEE, 8774754790 ETHEBE (221
Farsi:
S 48 y gl | ) Ba 28l 43503 4 Blue Cross Blue Shield of Arizana s 33 Jlss ¢ 18 S 4l 4y Lak a8 8 1 ulad S0
B77-475-4799 syt iy 50 Y8, jalaay 1528 g 4 le 2kl
el Lala )
Assyrian;
.ebubans (hase esabicl . esel tBlue Cross Blue Shield of Arizona ses iSoes .eaediel . ehe cooiess Bogid e o coobel o]
ETT-A475-4799 poam (af b AL em. 1as  Jamiises 2. mh lmeesed belilw  asessls Jhasbyams Lhhes

Serbo-Croatian: Ukoliko Vi ili neko kame Vi pomaiete ima pitanje o Blue Cross Blue Shigld of Arizona, imate pravo da
besplatno dohijete pomod i informacije na Vasem jeziku, Da biste razgovarali sa prevodiocem, nazovite 877-475-4759,

Thai: WIRAHL WIDAUWMAMLATAITILLWRALATINIUAEIAL Blue Cross Blue Shield of Arizona
anuananaslasuaummvwaauasuadaTua e 1adralaTnoluueTdae waronuaty Tws 877-475-4799
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