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Tepanumja HaO OMMNOAQPHO
AJOEKTMBHO PACTPO|CTBO

[Mpoodb Ap HeHCKM MaHYLLIEBC




BoBeA

®» bLNOAQPHO AJDEKTMBHO PACTPOJCTBO (BAP) € 4ecTo M oHeECTOCOBYBAYKO
MEHTAAHO PACTPO|JCTBO CO CUTHUAOUKAHTEH MOPOUAMTET M MOPTAAUTET

®» YeCcTo ce MAHMAOECTMPA BO KOCHA AAOAECLLEHLIM]A M MAOAQ BO3PACT
(MpoceYHa BO3PACT HA MOYETOK HA 3000AYBAOHE € OKOAY 25 TOAMHM)

®» YHYeCTo € HEenpeno3HAEHO LLUTO AOBEAYBA AO MPOAOHIMPAHE HA NOYETOK HA
TPETMAHOT (Longer delay to freatment)

» KBaAUTET HA XMBOT (Quality of life) e peAyuMpaH 1 Kaj CUMATOMATCKUTE U
KQ] ACUMMTOMATCKUTE MALMEHTU

Yatham et al.2018



[ToobAemM CcO paHa AeTekumja Ha BAP

Early detection - Onset timeline of Bipolar Disorder
evolution from non-specific symptoms
? Detect prodrome Early Diagnosis "
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Tek Ha BAP

Yo s Ymproms 5*%

-MYATUAMMEH3INOHAAEH

Mania

A Iipomania Mixed state

I B—d

Subthreshold symptoms t
Depression

Vieta 2009



DSM-V cneumdomnkatopm

» CreumdomkaTop 30 MELLIAHM ®» [0 AOMUMHAHTHA NOAQPHOCT — HE
OCOBOUHM e AGAEHQA KAKO CrneumcomKkaTtop

HO € PEeAEBAHTHA 3a TePAnM|a
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Psychalic symploms
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30LUTO € KOMMAUUMPAOH TRETMAHOT HA BAP
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®» TPETMAH HAO AKYTHU AEMNPECUMBHU EMU3OAM
®» TPEeTMAH HA AKYTHU MOHWMYHM EMU30AM
®» ToeTMAH HO OAPXYBAHE (CTabuamzaumja) Ha BAP —(long term)

® [PETMOH HO MELLIAHU EMNM30AM




PA3AMYHM QOA3M BO TPETMAH HA BAP

TEAS
Recovery 3
; Recurrence
Remission / Relapse © posnte..p‘,ol'e)
Euthymia 3 & Recurrence
B3 N\ a /
Symptom\ Response
N\
Syndrome \
Treatment Phases Acute Continuation Maintenance/Prophylaxis

Grunze et al. 2013




PA3AMYHM QOA3M BO TPETMAH HA BAP

®» BO OKYTHO doA3a AQ C€E MNOCTUTHE TEPANMMCKM edoeKT (Op3a KOHTPOAQ HA
CUMMTOMMUTE) U PEMUCU|A BE3 AO CE AO3BOAM CMNPEYYBAHE HO PEAANC HA
ernm3oAaTa

®» BO d0O3ATA HA OAPXYBAHE AQ CE OAPXM PEMUCH|A OE3 AQ CE AO3BOAMU
PEAQNC MAU MPEMMH BO CNPOTMBHA doa3a (TEAS)

®» BO dba3d HO OAPXKYBOHE (MPOMOUAAKCA) AC CE CMPEYM MOBTOPHO
NOJABYBAHE HA E€MM30AM OA OUAO KO MOAQPUTET

Grunze et al. 2013



AATOPUTAM 30 MHAMKALIM]A 30 TEPANM|A HA
OAPXYBAHE/MPOJOUAAKCA

bpoj Ha nperxonHu enuzoqu
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AaantmpaHo oa Grunze et al 2013



CTABMAUSATOPU HA PACTTIOAOXEHME

®  YNATCTBATA M HALLIMTE MCKYCTBA OA KAMHWMYKATA MPAKCA
YKODKYBOAAT AEKA MPUMMEHATA HO CTABUAM3ATOPUTE HA ,
PACMNOAOXEHUMETO € HEMMHOBHA BO MPOCOUMACKCA M TEPANM|a
HO HAPYLUYBOHA HA PACTOAOXEHUETO

®» []CMXOCTADOUAM3ATOPMU:

Lithium

Valproate

Carbamazepine

Lamotrigine

SGA (Quetiapine, Olanzapine, Risperidone)

1B oor N =

Lamotrigine e noecdukaceH Bo AenpecuBHu oasu, 30 PA3AUKA OA
APYrMTe NCUXOCTABDUAUIATOPU KOU C€ €PUKACHU BO MAOHUYHU U
XUNOMAHUYHU b a3u




AKTYEAHOCTM BO TEpAnMjaTa HAO BAP
CNOPEA COBPEMEHUTE YMNATCTBO
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WESBP BAP Guidelines CANMAT




Ynarctso cnopea M3A Ha PM

» Nhitp://zdravstvo.gov.mk/wp-content/uploads/2015/08/Bipolarno-
rastrojstvo.pdf

ACAEHN CE CAEAHUTE MPENOPAKM

®» 30 TPETMAH HA MOHMUA U XMMOMAHM|A, U TRPETMAH HO MELLAHM EMMU30AM
(MCT KOKO 30 MAHMYHM EMU30AM U AEKA OHTMAEMNPECKMBM MOXE AQ O
BAOLLIQT COCTO|OATAQ)

®» ToeTMaH HO OMMOAQPHA AeNpecH|a

®» Tepanuja HO OAPXXYBAHE

M3A
Ha PM


http://zdravstvo.gov.mk/wp-content/uploads/2015/08/Bipolarno-rastrojstvo.pdf

ToeTMAH HO MOHUYHA/MELLIAHAO
enM3oA0

KOHLLeHTpaumm oA 0.80-1.20 mmol/L
Valproate 450 - 900 pmol/L

Carbamazepine 400 - 1600 Mr/ AHEBHO

Aripiprazol 15 - 30 mr/AHEBHO
Asenapine 10 - 20 mr/AHEBHO
Haloperidol 2 - 15 Mr/aAHEBHO
Quetiapine 300- 800 mr/AHEBHO
Olanzapine 5 - 20 Mr/AHEBHO
Risperidone 1 - 6 MI/AHEBHO
Ziprasidone 80 - 120 mr/aHeBHO

CTGGMAM3CITOPM HA pACNOAOXeHNneTo n atTunM4Hn AHTUNCUXOTULUM BO KOM6MHGLI.MjCI

EKT (kaj MEAUKOMEHTO3HO PE3UCTEHTHU UAU MCUXOTUYHU CAYHAM)



TpeTMaH HO AEMPECUBHA EMMU3OAA

Quetiapine 300- 600 mr/AHEBHO

Lamotrigine 50 - 200 mr/aHeBHO

KOHUeHTpAuMm oa 0.80-1.20 mmol/L

Valproate 450 - 600 umol/L

Olanzapine+Fluoxetine 5+20 A0 10+40 mr/AHEBHO

AHTHAENpEecusu
(camo BoO KOMBUHALMjA CO CTABGUAUIATOPU HO PACNOAOXEHUETO;

NOCTENEHO AA Ce NPEKMHYBAAT KOra Ke ce NoCTUrHe pemMucuja)

EAekTpOKOHBYA3MBHA Tepanuja (EKT)



Tepanuja HO OAPXXYBAHE

koHuertpaumm oa 0.60-0.80 mmol/L

Valproate 450 - 900 umol/L

Carbamazepine 400 - 1600 Mr/ AHEBHO

Lamotrigine

(He kako MoHoTepanuja kaj Tun 1)

50 - 400 mr/AHEBHO

Aripiprazol 15 - 30 mr/AHEBHO
Quetiapine 300- 600 mr/AHeEBHO

Olanzapine 5 - 20 Mr/AHEBHO

Aeno risperidone 25 - 50 Mr/cekoun ABe CeEAMMULM

fopHUTE A€KOBU BO KOMBUHaAUMUja




World Federation of Societies of
Biological Psychiatry

(CBeTcka doeaepaLmja HA 3APYXXEHM]A HO OUMOAOLLIKA NCUXUJATPM|A)

https://www.wisbp.org/educational-activities/wisbp-tfreatment-quidelines-and-consensus-papers/



https://www.wfsbp.org/educational-activities/wfsbp-treatment-guidelines-and-consensus-papers/

Ynarctea Ka] BAP cnopea WFESBP

» Acute and long-term tfreatment of mixed states in bipolar disorder (2017)

» Maintenance treatment of bipolar disorders (2013)

» Acute bipolar depression (2010)

» Treatment of acute mania (2009)




WESBP —Aenpecuja kaj BAP

Tabena 1. Tepanuja 3a akyTHa fenpecuja npu bAP co Kateropuja Ha Joka3 1 CO CTeneH Ha npenopaka (agantupato og Grunze et al. 2010)

Kareropnja  (TeneH Ha Oncer Ha fo3u
___Hafi0Ka3 __ripenopaka
Quetiapine A 1 300 — 600 mg
Fluoxetine B 3 20-50mg
Lamotrigine B 3 50 —200 mg
Olanzapine B 3 5-20mg
Valproate B 3 CepymcKo H1Bo 70 — 90 mg/I
(arbamazepine D 5 600 — 1200 mg
Lithium D 5 600 — 1200 mg
(cepymcko HMB0 0,8 — 1,3 mEq/1)

Paroxetine E /
HEITERIE S OLZ (6 — 12 mg) + FLU (25 - 50
fluoxetine B 3 ( mg) ( mg)
Lamotrigine + lithium B 3 Lamotrigine (no 200 mg/den)
Sertraline + lithium (1 4 Sertraline 50 — 200 mg
unw valproate
Venlafaxine + lithium 1 4 Venlafaxine (10 375 mg)
unu valproate
NlenpuBauuja Ha CoH (1 4
(0 TeKOBHa Tepanija
ECT + TekoBHa Tepanuja e 4

Kateropuja Ha foka3
A — LlenoceH 1oKa3 0y KOHTPOSMPAHN CTYANN.
B — JlumuTIpaH no3uTHBEH [I0Ka3 0/ KOHTPONUPAHU CTYI M.
(— [loka3 oy HeKOHTPONMPAHM CTYZUK VI NIPUKA3H
Ha CNyyaj/eKcneprckin MUCTerba.
(1 — HekoHTponupaHu cTyauu.
(2 - Mpu1Kasn Ha cnyvaj.
D — HekoH3uCTeHTHN pe3ynTati.
E — HerarueeH fokas.

(TeneH Ha npenopaka

1— Kateropuja Ha JoKka3 A 1 106ap OAHOC PU3UK — KOPUCT.
2 — Kateropuja Ha loka3 A 1 yMepeH 0HOC PU3UK — KOPHCT.
3 — Kareropuja Ha lokas B.

4 — Kateropuja Ha aoka3 C.

5 — Kateropuja Ha aokaz D.



TpeTMaH HO AOKYTHO MAOHUYHA EMM30AQ

Grunze et al. 2009

JEK Kareropuja na noxka3 CremneH Ha npenopaka Tunuyma mpemmnpayana
Category of evidence (CE) | Recommendation grade JHEeBHA /1032 32 BO3PACHHU
(RG) Typically recommended
daily dose for adults
Aripiprazole A 1 15-30mg
Amisulpiride C1 4 400-800mg
Carbamazepine A 2 600-1200mg
Clonazepam C1 4 2-8mg
Haloperidol A 2 5-20mg
Lithium A 21 600-1200mg
Lorazepam C1 4 4-8mg
Lamotrigine E - 50-200mg
Olanzapine A 2 10-20mg 2
Oxcarbazepine C1 4 900-1800mg
Quetiapine A 2 400-800mg
Risperidone A 1 2-6mg
Topiramate E - 200-600mg
Valproate A e 1200-3000mg
Chlorpromazine B 3 300-1000mg
ECT C1 4 refraktorna manija
rTMS E -




Grunze et al. 2013

Tepanuja Ha OAPXYBAHE —CTEMEHW HO NPEMNOPAKA

Table VIII. Overall Recommendation Grades for long-term treatment.

Agent RG Mainly based on:
Amisulpride 4 CE “C” in PNES for “mama™ and “any episode”
Anndepressants 3 CE “B” in PNES for “depression”
Arnpiprazole 1 CE “A”™ mn PES for “mania” and “any episode”
Asenapine 4 CE “C” in PES for"mama”
Carbamazepine 4 CE “C” m PNES for “any episode”
Clozapine 4 CE “C"” mm PRC for “any episode”
CE “C” in PNES for “any episode”
Gabapentin 4 CE “C” in PNES for"any episode™
Lamotrigine 1 CE “A" in PES for “depression™ and “any episode”
Lathium 1 CE “A” m PNES for “mama” and “any episode”
CE “B” in PES for “any episode, “mania™ and “depression”
Olanzapine 2 CE “A” m PES for “mama” and “any episode”
CE “B” in PES for “depression” and in PNES for “depression™ , “mama” and “any episode”
Downgraded because of safety 1ssues (weight gain and metabolic 1ssues)
Oxcarbazepine 4 CE “C” in PNES for “any episode” and “depression”
Paliperidone 3 CE “B” in PES for “mama” and “any episode™
Phenytomn 4 CE “C" m PNES for “any episode”
Quenapine 1 CE “A” mn PES for “mamia” , “depression™ and “any episode”
CE “C"” mn PRC
Risperidone 2 CE “A” mn PES for “mamia”
CE “B” in PRC for “any episode™
Downgraded because of safety 1ssues (weight gain and prolactin related AE)
Topiramate 4 CE “C” in PRC for “any episode”
Typical AP 6] Insufficient (negatuve) evidence, Issues with long-term safety
Valproate 3 CE “B” in PNES for “depression”
Ziprasidone 3 CE “B” for combmnanion treatment in PES for “mama™ and any episode”
Omega 3 fatty acids 4 CE of “C” for PNES
ECT 4 CE “C” in PES and PRC for “any episode™




Tepanumja HO MeLLaHM enm3oam Kaj BAP

» MAHUYHUTE CUMIMTOMM KQ] MELLAHMTE COCTOjOM KA] BAP A0BpPO
PEeArMpPaAqAT HA MOBEKE ATUMMYHM AHTUMNCUXOTMLM, HOJAODAP CTEMEH
HO AOKQ3 € 30 OAQH3AMUH.

®» 30 AEMNPECUBHUTE CUMMMTOMM MNAK AOAOBAHE HA Ziprasidone HA
MOCTOEYKMOT TPETMAOH € OA KOPMUCT.

» OCBEH OAQH3AMMH M KBETMAMUH BO TPDETMAH HA NPEBEHLM|A HO
PEKYPEHTHOCT TPEDA AQ CEe KOPMUCTAT BAAMPOAT U AUTUYM.

®» HA3MPAHO HAO AOKQ3M — yroTpeba HO AHTUAENPECKMBU BO AKYTHATA
dOA30 MAU TEPAMMA HA OAPXKYBAHE K] MELLIAHM EMU30AM MAM 30

NPEBEHLMA HO MELLIAHM EMM3OAM HE CE NPENOPAYYBA M MOXE AC
OMAE OMNACHA.

Grunze et al. 2017




bPUTAHCKO 3APYXEHME 30
ncuxodoapmMakoTepanm|a

hitps://www.bap.org.uk/pdfs/BAP_Guidelines-Bipolar.pdf

Evidence-based guidelines for treating bipolar disorder:

Revised third edition recommendations from the Brifish Association for
Psychopharmacology 2016



https://www.bap.org.uk/pdfs/BAP_Guidelines-Bipolar.pdf

AOATOTPAEH TPETMAOH HA BAP

®» PA3MUCAETE 30 AUTUYM KOKO MNPBA AMHM|A 30 NMALUMEHTM KOM C€E
MPUAPXKYBAAT HO TepaAnmja

» AKO AUTUYM HE € ECPUMKACEH PA3IMUCAU 30 KOMOUHUPAH TDETMAH
(kO AOMUHUP QA AenpeCU|a AOATC] AQMOTPUIMH, KBETUAMMH UAM
AYPACHMAOH, QKO MPEAOMUHUPA MAHUO AOACAM BOAMPOAT UAU
AOMAMMHCKM QHTATOHMCT/NAPUMJAAEH ATOHMUCT

» AKO AUTMYM CAQDO Ce MOAHECYBA MAM € HEMOTOAEH, PA3IMMCAM 34
APYTM ONUMKM: BOANPOAT, AONAMMHCKM AHTATOHMCT/NAPLMJAAEH
QrOHUCT

®» PA3MUCAETE 30 AQMOTPUIMH KOKO MOHOTEPAMM|A KA] OUMOAQPHO
PACTPOJCTBO TUIM 2 KOTra AEMPECK|ATA € TAOBHO PA3TPOJCTBO

®» PA3MMUCAETE 30 CTPATEMM|A HO AOATOTPOEH TOETMAH KOrd MALMEHTOT
KE Cce onopaBm




Tepanmja HaO DUNOAQPHAO AEMPEeCH|a

» MoHOoTepaAnMja: KBETUAMMH, AYPACHUAOH MAM OAQH3CAMMH

®» Pa3MmMCAETE 30 MOYETEH TPETMAOH CO AOMOTPUIMH ... OOMYHO KAKO
AOACTOK HO AEKOBM KOM MPEBEHMPAAT PEKYPEHTHOCT HO MAHM|O

®» PA3MUCAETE 30 OHTUAEMNPECKB 30EAHO CO AHTU-MOHMYEH AEK KA
BAP tmn 1

®» Pa3mMCAM 30 EKT KQj TELLKA MAM PeDPAKTOPHAO AEMPECH|A

®» PA3MUMCAM 30 CTPATEMM|]A HO AOATOTPAEH TRETMOH KOrd Ke ce
OMOPABU NALUMEHTOT

®» AOMOAHMTEAHO PA3MMCAM 30 KOTHUTUBHO- OUXEBMOPAAHA MAM
CEMEJHA TEPANU|A — KOKO AOMOAHUTEAEH TOETMOH A HE KAKO
NPUMAPHA OMNUM|A 30 TPETMAH



Tepanmja HO AKYTHAO MOHMYHA EMM30AQ MAM
MELLOHM EMN3OAM

®» |1300p0T HO TPETMAH TPEDA AQ C€ OCAOHU HO KAMHUYKMOT KOHTEKCT MAM
KOrd € MOXXHO HO MCKYCTBOTO MAM MPERDEPUPAHETO HA NMALMEHTOT

®» CL1CTEMATCKA Crnopeabd HA AEJCTBOTO HO AEKOBM 30 MOHU|A
CYrepmpaaTt AEKA XAAOMEPMAOA, OAQH3AMUH, PUCMEPUMAOH M KBETUAMMH
MMQAQAT HAJBUCOKA €eJOUKACHOCT

®» AEKOBUTE U AO3IMPAHETO TPEDA AQ He NpoAyumpaaT EMNC Hyc-edoekTH

» KOra ce KOMOMHUPAAT CO AUTUYM MAM BOAMPOAT OAPEAEHMU
AOMAMMHCKM AHTATOHMCTM/MAPLMJAAHM ATOHUCTU CE MOKAXKAAE
CYNEPUOPHU OTKOAKY CAMO AUTUYM MAM COMO BAAPOQAT

» KOMOMHUPAHMOT TOETMOH OCODEHO € MHAMLMPAH KOTA MALMEHTUTE
MPOJABYBAAT MAHM|A CO MPBUOT AEK

®» [ABA MmoAyAQTOPU (OEH30OAMAIEMMHU) CE KOPUCHU AOTTOAHUTEAHM
AEKOBU N MOXKE AQ MHAYLIMPAAT CEAALM|A U CMIMEHE




LLlema 30 AOATOTPOEH TPETMAOH

—Mmaintenance therapy

Goodwin GM. Consensus Group of
the British Association for Psychopharmacology:
Evidence-based guidelines for treating bipolar disorder 2009
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I—IJ eMO 3 O [l O “ eTe H Aujarsosa BAP I[CHpSCiBHa ernzoza
TPETMAH HO
AETPECUMBHA EMUIOAA | Marais e Kb RATRMETOT

CEMEJCTROTO, eIHMHHHparh e Ha CTPECOPH

!

HMspaseHoCT Ha Temka YmepeHa Bmara
ZerpecHjaTa ACTpeCcHBHA JeripecHBHa JerpecHBHa
EImA30/1a erma3o/a ermi30/a
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Quetiapine HIH
Lamotrigine Quetiapine
| SSKI1m apyr HIIH
AHTHZETIPECHEB Lamotrigine
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Paswvnicnere
3a EKT
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Jam e Ha
npodrakca v

AxoeBAP it 1
AoAaaH aHTHMAHHYEH

Goodwin GM. Consensus Group of BAP 131 1
the British Association for Psychopharmacology: arcHC
Evidence-based guidelines for treating bipolar disorder 2009 +

AKO e JocTarHa
TICHXOTepartja
fasHpaHa Ha J0Ka3

Honmanm
TICHXOTepartdja




LLlema 30
TPETMAOH HAO
MAOHM]A/MELLAHAO
enm3oAd

Goodwin GM. Consensus Group of
the British Association for Psychopharmacology:
Evidence-based guidelines for treating bipolar disorder 2009
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\/CANMAT
)

CANMAT - Canadian Network for Mood and
Anxiety Treatments

(KOQHOACKO 3APYXXEHUE 30 AEKYBAHE PACTPOJCTBA
HO PACMOAOXEHMNE M AHKCMO3HOCT)

&
ISBD - Infernational Society for Bipolar Disorders
(MHTEPHAUMOHOAHO 3APY>XEeHMe 30 bAP)

HajHOBO ynatCTBO 30 BAP AOCTAMHO HAO AMHKOT
https://onlinelibrary.wiley.com/doi/epdf/10.1111/bbdi.12609



https://onlinelibrary.wiley.com/doi/epdf/10.1111/bdi.12609

[ AQBHM LLEAM HA OBA YMNATCTBO

®» AQ Ce CUHTETU3INPA OOraTCTBOTO HO AOKQA3M 30
ePmKACHOCT, 6e30eAHOCT U TOAEPADOUAHOCT HA
MHTEPBEHLMMTE KO BAP

» CeondoateH U COBpPEMEH MPKMKA3 (Up-to date review)
HQ AOKQ3M OA UMCTPAXKYBAHA

®» [10BP30HO CO AMjATHO3MTE BO OAHOC HA NMPOMEHMUTE BO
DSM-5

» O0e30eAyYBA JOCHA, AECHA 30 ynoTtpeba npenopaka 3a
KAMHMYQPUTE



TpeTMaH HO AKYTHO MOHU|A

TABLE 12 Hierarchical rankings of first and second-line treatments recommended for management of acute mania

Level of evidence by phase of treatment Considerations for treatment selection
YOThO m e1_ Ol . Maintenance Acute Maintenance
Acute Prevention of any Prevention Prevention of  Acute Safety Tolerability  Safety Tolerability Risk of depressive
20 ] 8 mania mood episode of mania depression depression CONCenms CONCErns CONCEMS CONCems switch
First-line treatments: Monotherapies
Lithium ] ] ® ® & + + -
Quetiapine ® ® ] ® ® + -
Drivalproex . . ‘_\.- G G - + o -
Asenapine [ ] i [ ~] = n.d. - + - -
Aripiprazole [ ] il & . [ | - + - + -
Paliperidane (>4 mg) . ﬁ G n.d.? n.d. - + + -
Risperidone W & ) el n.d. - + + -
Cariprazine . mad. n.d. . - + - - -
First-line treatments: Combination therapies
Quetiapine + Li/DVP [ ] - ® ® e * e N
Aripiprazole + LFDVP iy i [~ el ® - - -
Risperidone + Li/DVPE @ ary ()] n.d. [ - -
Asenapine + Li/DVP = ) D) . o, * . + -
Secand-line treatments: Combination therapies
Olanzapine [ ] [ ] 9 -u + - -
Carbamazepine @ [ = [ =] O + . -
Olanzapine + LVDVE @ & -,y fud - _
Lithium + DVP O O O n.d -
Ziprasidone [ ] Oy -y m.dl. [ ] + -
Haloperidol [ ] n.d. <4 (ol n.d + et
ECT © o o o O + + -

DWP, divalproex: ECT, electroconvulsive therapy; Li, lithium.

®, level 1 evidence; &, level 2 evidence: ©, level 3 evidence; @, level 4 evidence: B, level 1 negative evidence; B, level 2 negative evidence; I level 3 negative evidence: =, level 4 negative evidence; n.d.
ne data; -Limited impact on treatment selection; =, minor impact on treatment selection; -+, moderate impact on treatment selection; +++, significant impact on treatment selection,

2although monotherapies are listed above combination therapies in the hierarchy, combination therapies may be indicated as the preferred choice in patients with previous history of partial response
to monotherapy and in those with psychotic mania or in situations where rapid response is desirable.

“Did not separate from placebo in those with index mania; no studies available in index depression

"Moo controlled trials; however, clinical experience suggests that it is a useful strategy.

“Did not separate from placebeo on core symptoms of depression.

*Divalproex and carbamazepine should be used with caution in women of childbearing age

[Colour table can be viewed at wileyonlinelibrary com]



AKYTEH TDETMAH HO DUMNOAAPHA AEMPECH|A

TABLE 14 Hierarchical rankings of first and second-line treatments recommended for management of acute bipolar | depression

Yatham et al. Level of evidence by phase of treatment Considerations for treatment selection

2018

Maintenance Acute Maintenance
Risk of manic/
Acute Prevention ofany  Prevention of Prevention of Safety Tolerability Safety Tolerability  hypomanic
depression  mood episode depression mania Acute mania  concerns concerns concerns  concerns switch
First-line treatments
Quetiapine 9 O @ @ @ & -
Lurasidone + Li/DVP [ ] O O (D n.d. + d 1+ -
Lithium [~ @ [ ) @ [ ] + + -
Lamotrigine 0 . . o . - - - -
Lurasidone G O O O n.d - + - + -
Lamotrigine (adj) ¢ (D) o o ¥ -
Second-line treatments
Divalproex G '. G ‘] . - + d + -
SSRIs/bupropion (adj) [ ] nd. ™ n.d. n.d. - + - + +
ECT © Y © O © + + -
Cariprazine 9 n.d. n.d. n.d. @ = + = = =
Olanzapine-fluoxetine ¢ nd. n.d. n.d. n.d. + +H+ + +

adj, adjunctive; DVP, divalproex; ECT, electroconvulsive therapv; Li, lithium, SSRIs, selective serotonin reuptake inhibitors.

@, level 1 evidence; &, level 2 evidence; @, level 3 evidence; ©, level 4 evidence; B, level 1 negative evidence; H, level 2 negative evidence; I, level 3 negative evidence; ¥, level 4 negative evidence; n.d.,
no data; -, limited impact on treatment selection; , minor impact on treatment selection; + -, moderate impact on treatment selection; +++, significant impact on treatment selection.

*Trend for superiority on the primary efficacy measure, hence the lower rating.

PEffective in those with an index episode of depression.

“Negative data from the trial are prabably due to methodological issues; rating based on expert opinion.

levalproex and carbamazepine should be used with caution in women of child bearing age.

[Colour table can be viewed at wileyonlinelibrary.com)]



3OLLUTO AUTUYM M AOMOTPUITMH Ce MPBA AMHM|O
30 TEPAnMjA HA BDMMOAAQPHA AENPECK|a

Yatham et al.
2018

® | ithium MMQ ePMKACHOCT BO MPEBEHLIM|A HA EMU3OAMTE
HO PACTPOJCTBO HA PACMOAOXEHME M BO TEPANM|A HA
AKYTHO MAHMA, HO NOTPEDHM Ce CEPYM HMBOM HA
AMTHYyM oA 0,8-1,2 mEq/L

®» | |0KO AQMOTPUIMMH MMA HMUBO 2 TO] MOKOKAA
edOMKACHOCT BO TEPAMM|A HO OAPXKYBAHE U MMA
OAAMHEH MPOIPUMA HO MOAHOCAMBOCT LLUTO TO
KBAAMAOMKYBA AQ DMAE AEK OA MPBA AMHM|A BO TEPANU|A
HQ OUMOAQPHO AENPECH|O




Tepanuja HO OAPXXYBAHE

TABLE 17 Hierarchical rankings of first- and second-line treatments recommended for maintenance treatment in bipolar disorder

YO .I.h O m e.l. O | ] Level of evidence by phase of treatment Considerations for treatment selection
20] 8 Maintenance Acute Acute Maintenance
Prevention of any Prevention of Prevention of Safety Tolerability Tolerability
mood episode depression mania Depression Mania CONCErns concerns Safety concerns  concerns
First-line treatments
Lithium [ ] O [ ] & & + +
Quetiapine .‘ . . . . +*
Divalproex . G '_) Q . - + c +
Lamotrigine [ ] [ [~} (] = - - -
Asenapine [~ L [~} n.d & - * - *
Quetiapine + Li/DVP o L 3 [ ] (D] [} + -
Aripiprazole + Li/DVP [ *] m.d.* & ] & + + ‘
Aripiprazole & n.d.? & [ | [ - + - +
Aripiprazole OM [~ n.d.2 [ = n.d n.d - 4 =
Second-line treatments
Olanzapine [ ] [ [ ] & & + Fe
Risperidone LAl [ ] nd.? [ ] n.d. nd. - + +*
Risperidone LAl (adj) [ ~] ) L ~] n.d. n.d. * =
Carbamazepine G 0 G (} . +-
Paliperidone (=& mg) G n.d.? G n.d. . = - +
Lurasidone + Li/DVP o O o [ ~] n.d. + ; =
Ziprasidone + Li/DVP & n.d. & 1l E : +

DVP, divalproex; LAI, long-acting injectable; Li, lithium, OM, once monthly.

®, level 1 evidence; &, level 2 evidence; ©, level 3 evidence; ©, level 4 evidence; B level 1 negative evidence; B, level 2 negative evidence; I level 3 negative evidence; 1, level 4 negative evidence; n.d.,
no data; - limited impact on treatment selection; +, minor impact on treatment selection; , moderate impact on treatment selection; +++, significant impact on treatment selection.

*Did not separate from placeba in those with index mania; no studies available in index depression.

PDid not separate on core symptoms of depression.

‘Divalproex and carbamazepine should be used with caution in women of child bearing age.

“rrend for superiority on the primary efficacy measure, hence the lower rating.

*Effective in those with an index episode of depression.

[Colour table can be viewed at wileyonlinelibrary.com]
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TABLE 19 Strength of evidence and treatment recommendations
for acute management of bipolar |l depression
Recommendation Agent Level of evidence . .
TABLE 20 Strength of evidence and treatment recommendations
First-line Quetiapine Level 1 . . .
ceconditine Lithiurm Lovel 2 for maintenance treatment of bipolar Il disorder
Lamotrigine Level 2
Bupropion (adj) e 2 Recommendation Agent Evidence level
ECT {Level 3) X . L.
Sortraling® Leveal 2 First-line Quetiapine Level 1
Venlafaxine® Level 2 Lithium Level 2
Third-line Agomelatine (adj) Level 4
Bupropion (adj) Level 4 Lamotrlglne Level 2
Pralproex Level & econd-line enlafaxine eve
prvalp Second-| Venlaf Level 2
EPA (adj) Lewvel 4
Fluoxetine® Level 3 Third-line Carbamazepine Level 3
Ketamine (IV or Level 3 :
sublingual) (adj)® Divalproex Level 3
[ 1 tei L 1 < "
(;?fty cysteine e Escitalopram Level 3
Pramipexole (adj) Level 3 Fluoxetine Level 3
T3/T4 thyroid Lewvel 4
hormones (adj) Other antidepressants Level 3
Tranylcypromine Level 3
Ziprasidone® Level 3 Risperidcnea Level 4
Mot recommended Paroxetine 2 negative

3Primarily for prevention of hypomania.

adj, adjunctive; ECT, electroconwvulsive therapy; EPA, eicosapentaenoic
acid.

*For patients with pure depression (non-mixed).

hFor patients with depression and mixed hypomania.
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AEKYBAOHE HO YMEPEHA MAU TELLIKAO
OMMOAQPHA AEMPECK|A KA] BO3PACHM

(HO CeKyHAQPHO HMBO)

AKO NALMUEHTOT He 3eMd AeK 3d
TpeTMAaH Ha bAP

®» [JoHyAEeTE MY KOMOMHALM|A HA
ADAYOKCETMHE CO OAQH3AMMH
(OA3+PAY) AU COMO KBETMAMMH
30BMCHO OA HETOBA OAAYKA U
NPETXOAEH OATOBOP HAO TOETMAOH

®» AKO MALUMEHTOT Npedhepmpa MoxXe
AQ Ce PA3MMCAYBA CAMO 30
OAQH3AMNMHE (63 PAYOKCETUH) UAM
CAMO 30 AOMOTPUIMH

» AKO HEMA OATOBOP HA
KOMOMHaumjata OA3 + PAY UAU HA
KBETUMAMUH MOXE AQ CE ACAE CAOMO
AQMOTPUIMH

AKO BeKe NpMMd AUTUYM

Ce NMpoBEPYBA AUTEMM|A U AKO
HMBOTO HO AMTUYM BO MACQ3MA €
HEAQAEKBATHO CE 3rOAEMYBA AO03ATA
HA AUTUYM, Q AKO € HA
MOKCMMOAHO HMBO CE AOACBA UAU
KOMOUHAUM]A HO OA3+PAY 1AM
COMO KBETUAMMH, 3ABUCHO OA
M300POT HA MALMEHTOT UAU _
NPETXOAEH OATOBOP HA TEepAnmja

AKO NAUMEHTOT npedoepmpa Moxe
AQ CE AOAOAE CAOMO OAQH3AMMH
MAU COMO AQMOTPMUIMH HO AUTUYM

AKO HEMQA OATOBOP HO AOAQBAHE
HO OA3 + PAY MAUM KBETUAMMH CE
AOAQBO AOMOTPUMMH HO AUTUYM



AeKyBAHe HO MAHUA MAM XMITOMAHM|O
KQ] BO3DACHM BO CEKYHAQPHO HMBO

AKO HE 3eMA AHTUTNCUXOTUK
MAUN NMCUXOCTAOMAM3ATOP

®» [JoHyaeTe MY: haloperidaol,
olanzapine, quetiapine or
risperidone, 3eMajki BO 003UP
KAMHUYKMOT KOHTEKCT
(comaTckm KoMopobmamTer,
NPOETXOAEH OATOBOP HA
TEepPAnmMja M HECAKAHM
edoekTn) KAKO U LLTO

npedoepmpa NAUMEHTOT

AKO BEKE MPUMA AUTUYM

= [lpoBEPU IO MAA3MA HMBOTO HA

AUTHUYM 30 AQ CE OMTUMMINPA
TOETMAHOT

PA3MUMCAM 30 AOAOBAHE HA:
haloperidol, olanzapine,
quetiapine mam risperidone,
30BMCHO OA NPETXOAEH OATOBOP
HQ TepAnMja MAM Npedoepmpare
HO NAUMEHTOT



AOATOTPAHA MPOPUAAKCA HO BAP

(HO CekyHAQPHO HMBO)

®» [[OHYyAETE AUTMYM KAKO NMPBA AMHU|A 30 AOATOTPAEH
COAPMAKOAOLLIKM TODETMAH 30 bAP

» AKO AUTUYM € HEEOUMKACEH PA3MUCAETE AQ AOACAETE
BAOAMPOAT

» AKO AUTUYM TELLIKO C€ MOAHECYBA MAM HE € NMOT0AEH 30
NALUMEHTOT (HAMP. HE CAOKA MOHUTOPMPAHE HO AUTEMM|A)
PA3MMCAETE 30 BAAMPOAT MAM OAQH3AMMH MAM KBETUAMMH
QKO OUA ECPUKACEH BO €MM30OAATA HO MAHMA UAM
OMMOAQPHA AEMPECH|T

®» CeKako ce 06jacHYBA HA NALMEHTOT 30 MOXHMUTE
Tepanuckn edeKkTn HO U PU3ULLU KAj CEKOj AeK
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