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Pinh nghia dau

“Pau la cam giac khoé chiu va la trai nghiém
cam xuc xuat hién cung v&i ton thwwong moé
thwc sw hay tiém tang, hoac dwo'c mo ta

giong nhw c6 ton thwong”
(Hiép hdi nghién ciru dau quoc té-IASP)

“Pain is an unpleasant sensory and emotional experience associated with
actual or potential tissue damage or described in terms of such damage.”

(IASP=the International Association for the Study of Pain)



NATIONAL INITIATIV
ON PAIN CONTROL®
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NIPC

NATIONAL INITIATIVE
ON PAIN CONTROL®

Cac linh vwee cua dau man tinh

Chat lwong cude song Bénh tat do tam Iy

« Chtrc nang thé chat « Tram cam

» Kha nang thwe hién hoat * Lo au, gian dir
dong song hang ngay + Réi loan giac ngl

« CoOng viéc « MAt svw tw trong

* Nghi ngoi

Hau qua kinh té xa hoi
* Phi cham séc strc khoe
 Tan tat

« Méat ngay lam viéc




PHAN LOAI PAU



NIPC

NATIONAL INITIATIVE

DPau thu thé va dau than kinh

6

Pau thu the Phoi hop Pau than kinh
Gay ra bdi duong dan Gay ra phdi hop ca ton Gay ra bai ton thuwong
truyén than kinh dap ng  thwong nguyén phat va anh nguyén phat hay roi
ton thwong mé hwéng thir phat loan chirc ndng hé than

kinh trung wong

CRPS*

/

CEUR I EURGDE]

Sau herpec

—

Viém khép Dau day V

v
Pau lwng co hoc

Con Sickle cell Pau than kinh

dau lwng Sau dot quy

Tén thwong do thé thao/thé duc Viém da day than kinh

*Complex regional pain syndrome (diabetic, HIV)

(H6i chirng dau theo viing hon hop)



PDAU THU THE
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NATIONAL INITIATIVE
ON PAIN CONTROL®

ngoai bién trung
gian va tang cam
giac dau

*histamine SR
terolater
- bl’adykinin .4- A system
* prostaglandins Substance P -
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Dorsal root 4] |/
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1IPC

NATIONAL INITIA
ON PAIN CONTROL

k| Dau do kich thich thu thé than kinh

% (Nociception)

Pbéng nghia: nocioception, nociperception
Binh nghia “qua trinh m& hoa cda than kinh va qua
trinh kich thich déc hai’.

1. Hoat ddng huwéng tdm & hé than kinh ngoai bién
va trung wong do kich thich ton thwong mo

2. Kh&i phat cac thu thé nhan cam dau (pain
receptors) phat hién trén nguwdng cac thay doi co
hoc, nhiét hay hoa hoc.

3. CAac thu thé dan truyén Ién tly sdng va ndo bd
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PDAU THU THE

1. Pau ban thé (somatic): da, xwong, khép, co hay
mo lién két

2. DPau noéi tang (Visceral): cac co guan ndi tang nhu
rudt, da day....

- Dau ban thé thuong khu tra rd va dau nhoi

- Pau ndi tang co thé biéu hién dau tir c4u tric khac(quy
chiéu) hay khu trd

- Pau thu thé dan truyén bdi soi cdm giac Ad va C
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Pau ban thé

» Pau nhtrc, thuong dai dang
» CO thé am i hay dau choi

» Tang khi ctr dong
» Khu tru ro

12



Pau noi tang

- dai dang hay chuot rit
 itkhutrd
» quy chiéu







SINH LY BENH CAM GIAC BAU
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=22 Sinh ly bénh cam giac dau

* Nap (Transduction) hwong

- Dan truyén
(Transmission)

Sy diéu bién
(Modulation)

- Tiép nhan

Dwong ly tdm

* (Perception) )
.. . TKngoai bién —~ Hach re
« Sy phién dich "" "9 . sau

* (Interpretation)

« Hanh vi (Behavior) Buong

hwéng tam

C-Fiber

A-beta Fiber

A-delta Fiber ~ <
uy song

16 (Adapted with permission from WebMD Scientific American® Medicine).
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== Hé thong opioid ndi sinh
. (Endogenous Opioid system)

- Endogenous Opioid system bao gom mét so 1én
opioid peptides.
- Qc’) 3 Qhém endogenous opioid peptides dwoc
biét nhiéu:

Endorphins,

Enkephalins

Dynorphins.

Opiaje receptors duoc phdn phdi réng trong ndo va tim thay &
tuy, 6ng tiéu hoa
20



PAU DO THAN KINH
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HOW PAIN KILLERS
WORK. At the site of Injury,
the body prodwes prosta-
glandins that Increase paln sen-
sirivity. Aspirin, which acts
primartly in the periphary, pre-
vents the praduction of prosta-

glandins . Acetaminophen s
believed to block pain impulses

in the brain isel. Local anes-
thetks Intercept pain signals

traveling up the nerve. Opiate
drugs, which oct primarily In the
central mervous system, block
the transfer of pain signals from
the spinal cord to the brain.

http:// orgf thlicati inFacts/




k.| Sinh Iy bénh dau do than kinh

Kich thich cac héa chat [én khdng phai thu thé nhan
cam dau(nonnociceptors)

L6i kéo thém céac than kinh ngoai vi tri ton thwong
Kich thich déc hai (Excitotoxicity)

Kénh sodium (Sodium channels)

Phéng dién lac chd (Ectopic discharge)

(EXC|totOX|C|ty té bao than kinh bi tén thuong do kich thich qua
murc chat dan truyén tk nhw glutamate. ( va
hoat dong qua murc do Glutamatergic Storm.)

23


http://en.wikipedia.org/wiki/NMDA_receptor
http://en.wikipedia.org/wiki/AMPA_receptor

k.| Sinh Iy bénh dau do than kinh

M4t hwéng tam (Deafferentation)

Nhay cam trung tam (Central sensitization)

— Duy tri b&i cac xung vao ngoai bién

Lién quan dén giao cdm (Sympathetic involvement)
Viém do than kinh ngwoc dong (Antidromic neurogenic
iInflammation)

24



1IPC « A X . ’ n .
=2 Nhieu co’ che sinh ly béenh lien

l.| quan dau do than kinh

. Su phdi hop thudc ¢ thé can thiét trong diéu tri dau:
topicals, anticonvulsants, tricyclic antidepressants,
serotonin-norepinephrine reuptake inhibitors, opioids

* Trong twong lai, xac dinh twong quan gitra sinh ly
bénh va trieu chirng giup muc tiéu diéu tri

25



TRIEU CHUNG DAU THAN KINH
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27

Triéu chirng khi day than kinh ngoai bién ton thuwong
biéu hién bang hai loai:

1. Triéu chirng am tinh (yéu co (weakness), té bi
(numbness), phan anh mat tin hiéu than kinh

2. Hay triéu chirng dwong tinh (dau nhdi nhe trong
da (tingling), dau rat bong (burning)

Hoat déng tw phét than kinh khéng phiu hop




NATIONAL
N PAI

N CONTROL

1IPC

INITIA
INT!

Triéu ching bénh than kinh cdm giac

28

= Mat chirc ndng (negative symptoms),
= Té bi (numbness)
- Dang di bat thwong (gait abnormality)

= Phuc héi chuwre nang (positive symptoms)
= Dau nhoi nhe dwdi da (Tingling)

Run (tremor)

Dau (pain)

Ngtra (itching )

S&n gai oc, bo luc nhac (Crawling)

Cam giac kién bo (pins and needles)



1IPC

NATIONAL INITIA
ON PAIN CONTROL

. | Cam giac soi I&n(A beta, A delta)
= (Large Fiber Sensory)

 giam rung am thoa va vi tri (Decreased vibration, position)
 giam phan xa (Hyporeflexia)

- cdm giac nhuw kién bo (Pins and needles)

« cam giac dau nhoéi nhe dwéi da (Tingling)

- dang di khéng virng, dac biét vé dém hay nham mat
(Unsteady gait, especially at night or with eyes closed)

29



1IPC > .y . - .
zmsne Cam giac soi nho(soi C)

rat bong (Burning)

giam cam giac dau (Decreased pain sensation)

giam cam giac nhiét (Decreased temperature sensation)
dam manh vao (Jabbing)

30



31

Trieu chirng chu quan:  Ving dau thwong vuotra
ngoai ranh gi&i cua day than
kinh bi ton thwong, theo kiéu

Pau lién tuc kiéu bdng rat -
| fien HE KISl bong “bit tat”

(causalgia): nong, rat, cwong
dd manh, dau nhoi; dau con
(kiéu dién giat); loan cam Cé yéu to ton thwong than
(nhw kién bo, kim cham). kinh trudc do,



* Trieu chirng khach quan:

- DAu hiéu gidm nhay cdm (giam cam giac, mat
cam giac).

- DAau hiéu tdng cdm (tdng nhay cdm dau do giam
ngwong kich thich, dau do dap vng qua muc voI
kich thich).

32



* DPau tw phat (Spontaneous)

* DPau ti mot kich thich binh thwong khndng gay dau
(Allodynia).

« Tang cam v&i mét kich thich dau thong thwdng
(Hyperesthesia)

« Sw kho chiu tiw mét kich thich khéng gay dau
(Dysesthesia)

* Dau dir doi tv mot kich thich binh thwong
(Hyperalgesia)

 Kich thich manh dau dir déi (Hyperpathia)

33



PHAN LOAI BbAU
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Pau than kinh ngoai vi

* Pau ré than kinh.

« Cac bénh than kinh ngoai vi do chuyén hoa (dai thao
dwong, ngo doc rwou...)

- Héi chirng 6ng cb tay.

- Pau than kinh s6 V (trigeminal neuralgia).

- Pau than kinh sau Herpec (post herpetic neuralgia).

35



Pau than kinh ngoai vi

36

- Pau than kinh do cat, rach cat b tuyén vu...
 Chan thwong than kinh (chirng bdng rat).
« Pau chi ma (phatom limb pain).

 Hoi chirng dau khu vwec hén hop (complex
regional pain syndrome).



b, Pau than kinh trung wong

* Pau sau dot quy trung wong (central poststroke pain)
(ban cau, doi thi, hdi chirng Wallenberg).

 Bénh rong tuy (Syringomyelia).
- Chan thuong.
« Xo clrng rai rac.

37



Pau hén hop: (mixed pain)

- Bénh ly dau ré than kinh song (that Iwng, cb...),
* Dau do ung thu,
- Héi chirng 6ng cb tay.

38



Mét sé dau than kinh thwéng gap

39



1IPC > . 7 .
z=smt ], Pau ao giac chi

.| (Phantom limb pain)

- Dau lién quan den cat bé mot phan hay toan b chi,
sau tai nan cat cut, cat bo tuyén vu, da day, co quan sinh
duc hoac nho rang.

- Cat cut c6 t6i 60% dau &o giac chi trong thang dau,
10% dau kéo dai, dau giam dan theo th&i gian.

- Pau bép chat, xé rach, thuwéng xay ra & cat cut ban tay,
ban chan.

40



1IPC > Y 4 -
e 1 Pau ao giac chi

. (Phantom limb pain)

DiEU TR

1. Thudc:
- Uc ché tram cam 3 vong(amitriptyline, nortriptyline ).
- Thudc chdng ddng kinh: gabapentin (Gralise,
Neurontin), pregabalin (Lyrica) va carbamazepine
(Carbatrol, Tegretol).
- Thgéc gay nghién (Narcqtics) codeine va morphine,
co thé chon lwa trong moét s6 trwong hop.

41



1IPC > Y 4 -
= 1. Pau ao giac chi

.| (Phantom limb pain)

PiEU TR

2. Cham cuu, kich thich dién qua da: electrical nerve
stimulation (TENS), chich hay cay cac thiét bi

3. Phau thuat: ctru canh sau cling

4. Diéu tri khdng xam lan: Nerve stimulation, Electric
artificial limb, Mirror box

42



1IPC A -
z=zr 2. Pau than kinh sau zona

(post herpetic neuralgia).

- Pau kéo dai sau khi ton thuong da lanh, va co xu
hwdng giam dan theo thoi gian (25% con dau keéo dai
sau 1 thang den 1 nam).

- Pau xuat hién trwdc hodc khi xuat hién cac not phong
ngoai da, dau am i, cé khi dir déi, di cam hoac tang cam
kém theo ban san, mun nwdc hay mun mu.

- Vi tri hay gap & mét bén nguc (doc than kinh lién
swon), mat, than kinh V, co thé ton thuwong stvng trude
43gély liet



IPC A .
z=zr 2. Pau than kinh sau zona

. (post herpetic neuralgia).

Tudi cang cao cang dé mac bénh zona, va tudi cang cao
thi cang hay bi dau sau zona.

Bé&nh nhan di cdm nhw kién bod, kim cham; dau tirng luc,
tirng con nhw dién giat, dao dam, hoac lién tuc, rat nhw
bi bong.

Nhiéu bénh nhan con thay dau xuat hién manh khi quan
ao dung cham nhe vao vung da.

44



C

"”!* 3. Dau sau dot quy trung wong

l, (Cebtral poststroke pain).

45

- La hoi chirng dau bénh than kinh sau dét quy (ban
cau, doi thi, hoi chirng Wallenberg).

- Thwdng do tdn thwong bo gai thi, doi thi, chat trang
cam giac dudi vo.

- Pau va rdi loan cadm gidc phan than thé bi ton
thwong do mach mau nao (dau bong rat, dau nhurc,
dau nhw cat, dau ndng né, cam giac am hay lanh chi).



NATIONAL INITIATIV
N PAI

& 4. Hoi chirng dau theo viing hon hop
(Complex regiOnal pain Syndrome)

CPRS duoc phan thanh hai loai:

+ CPRS typ I: phan xa suy dinh dwé&ng giao cam,
thwdng sau kich thich doc hai.

+ CPRS typ Il: dau chay béng, phat trién sau mét ton
thwong than kinh (nhw day hong to, day gitra...).

46



4. Hoi chirng dau theo vung hon hop
(complex regional pain syndrome)

47

Biéu hién 1am sang:

+ Phé bién & chi trén, mdt bén va dau ngoai vi, vdi tinh
chat dau dap nay, bong rat, nhirc nhdi, dau sau & ngon
chi, dau tang khi chuyén déng, nhiét do.

+ Roi loan chire nang dinh dwcyng thay déi mau da, néng
lanh chi, tang tiét mo6 héi..



NATIONAL INITIATIV
N PAI

& 4. Hoi chirng dau theo viing hon hop
(Complex regional pain syndrome)

Biéu hién 1am sang:

+ ROi loan chirc nang van dong: yéu, liét, run, roi loan
trwrong lwe, thwong xay ra mudn.

+ Cac bién dbi phi dai: tdc méng, tdng strng hoda, xo
hda, loang xwong dau xa, thwdng xay ra mudn.

48



IPC .
"“""“ 5. Viém da day than kinh do dai thao

dwong.

-Bién ching cua dai thao dwong do mat myelin, ton
thwong soi truc, té bao Schwan.

- Gom cac thé:

+ Bé&nh da day than kinh doi xirng dau xa: tdng cam, di
cam, mat cam giac dau xa, mat phan xa got, roi loan
cam giac tw the.

49



NIPC

== 5. Viém da day than kinh do dai
i, thao dwong.

+ Bé&nh da ré than kinh: dau mot hoac nhiéu ré, yéu co.

+ Bé&nh don day than kinh: tdn thwong riéng ré cac day
than kinh so.

-Hau qué cudi cung:
roi loan cédm giéac, roi loan dinh dudng, ha huyét ap tuw
thé, loét muc, yéu va teo co, giam hoac mat thi luc. ..

50



b 6. Dau seo (scar pain).

Sau mo, vét md da lién seo nhwng ddi khi thay dau & seo.

Thwong gép & nhirng seo md bung dudi nhw md thoat vij
ben, mo dé, mo phu khoa, mo rudt thira...

Bat clr seo mo hay vét thwong nao ciing c6 thé gay dau
keo dai va déu duwoc diéu tri giong nhau.

Dau seo c6 thé do sw chén ép than kinh, hodc do di vat
kich thich tai cho; 1a kiéu dau than kinh va la hau qua cua
sw ton thwong than kinh trong phau thuat.

51




b 6. Dau seo (scar pain).

-Pau khu trt quanh seo hodc gan seo nhwng c6 khi lan
rong ra xa.

-Dau choi nhw dao dam hoac dau nhwc va dau nang Ién
moi khi ctr ddng ho, hat hoi hay gang strc.

t

t

Pau rat nhay cdm véi nhiét do I1a biéu hién cua rdi loan
han kinh thuc vat.

Kham thay seo da lién tot, co thé 1a seo 16i. an vao seo

hay dau, s& c6 khi phat hién mét u than kinh.

-Nhirng vung quanh seo co6 tang hoac giam cam giac,

52



PIEU TRI DAU THAN KINH
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j, Diéu tri dau lién tuc

XAam |5n Phén I&n
it nhat xam lan

Lién tuc khéng lién quan té&i hiéu qua
Tiép can tam ly/vat ly

Thudc dap

thudc hé thong*

Can thiép ky thuat*

54



Chon Iwa khéng duing thuoc

« Phan hoi sinh hoc (Biofeedback)
- Diéu tri thu gian (Relaxation therapy)
« Vat ly va cham cwru

(Physical and occupational therapy)

« Chién Iwoc nhan thdrc/hanh vi
(Cognitive/behavioral strategies)

« Cham cwru (Acupuncture)
 Kich thich dién qua da
(Transcutaneous electrical nerve stimulation)

55



b\ Diéu tri néi khoa.

56

«Thudc chong tram cam.

+ Diéu tri trong mét so hdi chirng dau do nguyén nhan
than kinh, dac biét 1a than kinh ngoai vi c6 nguén goc do
chan thwong (ton thwong than kinh, hién twong chi ma),
do chuyén hoa (bénh than kinh do tiéu dwdng), do
nhiém trung (dau sau Zona), do nhiém déc (bénh than
kinh do nghién rwou, sau diéu tri hda chat chdng ung
thw) hay do xam lan (ung thw).

+ Liéu dung dé gidm dau thap hon liéu dung dé chong
tram cam.



b, Diéu tri néi khoa.

«Thudc chong tram cam.

+ Cac thudc hay dung:

»Amitriptylin (Laroxyl, Elavil) vién nén 25mg. Liéu
ngay 2 vién chia 2 lan.

-Clomipramin (Anafranil) vién‘nén 10mg, 25mg,
/5mg; Ong tiem 2ml/25mg. Lieu 20-60mg/24h.

-Tigneptin (Stablon) vién nén boc 12,5mg, ngay udng
3 lan x 1 vién trwedc bira an.

-Sertralin (Zoloft) vién nén 50mg, udng liéu duy nhat
1 vién moi ngay

57



b, Diéu tri néi khoa.

«Thudc chong co giét.

- Carbamazepin (Tegretol) vién nén 200mg. La thudc tri
dong kinh va hwéng than. Dung diéu tri dac hiéu dau day
than kinh sinh ba (day V). Liéu: luc dau méi ngay 200-
400mg, sau tang dan t&i liéu 600-800mg/24h chia 4 lan.

58



b, Diéu tri néi khoa.

«Thudc chong co giét.

Thudc c6 thé gay di ’ng manh, khéng dung cho phu ni»
cé thai, khédng dung cuing thudc e ché MAO, phai kiéng
rwou.

Khi carbamazepin khéng con tac dung, cé thé phdi hop :
+ Thudc chdng déng kinh c¢b dién: Diphenylhydantoine,
Dihydan.

+ Thudc chen beta: propranolol 40mgx2-3 vién/ngay.

59



b, Diéu tri néi khoa.

«Thudc chong co giét.

- Gabapentin (Neurontin) 300mg. La thudc dung dé diéu
tri dong kinh cuc bo, diéu tri cac chirng dau do nguyén
nhan than kinh nhw: dau than kinh do tiéu dworng, dau
than kinh sau zona, dau day V... Liéu dung: 3-12
vién/ngay chia lam 3 1an, liéu trung binh c6 tac dung 3
Vién/ ngay.

60



Piéu tri néi khoa.

*Phong bé tai chd.

Bang thudc té va/hodc corticoid. C6 thé huy than kinh
bang con tuyét doi.

61



Vit Iy tri liéu.

62

- P6i v&i dau than kinh tién phat, cac phwong phap vat
ly tri liéu khdng dwoc chi dinh diéu tri vi bat ky mét kich
thich ndo vao trén ving dau déu cé thé gay nén con
dau kich phat.



Vit Iy tri liéu.

63

- P6i v&i dau than kinh thir phat, co thé si» dung mot so
phwong phap vat ly nhw: séng ngan ché dd xung liéu
khédng nong dé chong viém, siéu am, dién xung dong
TENS, dién di lod, cling c6 thé dung cham ctu dé gidm
dau..



b, | Diéu tri ngoai khoa

64

Trwdng hop ngoai I& khéng diéu tri bang ndi khoa
dworc thi diéu tri ngoai khoa. Nhw phau thuat cat day
than kinh sau hach Gasser, cat mot phan va cé chon
loc, qua dwdng md vao vung thai dwong v.v



NIPC

NATIONAL INITIATIVE
ON PAIN CONTROL®

“ DU dém dai nhw thé nao, binh minh sé xua tan”

(However long the night, the dawn will break)
65


http://upload.wikimedia.org/wikipedia/commons/8/84/French_opium_den.jpg
http://upload.wikimedia.org/wikipedia/commons/8/84/French_opium_den.jpg

PHU LUC CAC THUOC GIAM
PAU THAN KINH

66



NSAIDS

 Mechanism - COX Iinhibitors, lipoxygenase
Inhibitors

 Route - PO, PR, IV, IM

« Side effects- platelet inhibition, PUD,
dyspepsia, CNS dysfunction, headache,
renal dysfunction

e Contraindications
— Relative - ASA/NSAID induced asthma, peri-

op CABG, GI bleed, Renal dysfunction, liver
. T = d|SeaSe
ALEVE |




NIPC

NATIONAL INITIATIVE

Topicals/Local

 Mechanism—Iocal receptor effect
* Route—topical

« Side effects—Ilocal reaction, accidental IV
Injection, burning, erythema, hives, seizures,
respiratory arrest, asthma

« Contraindications

— Relative—liver dysfxn, renal dysfxn, heart
block



http://www.aboutlawsuits.com/lawsuits-over-ortho-evra-birth-control-continue-1964/
http://www.aboutlawsuits.com/lawsuits-over-ortho-evra-birth-control-continue-1964/

1IPC ;
znt Pharmacologic Treatment

.| Options

» Classes of agents with efficacy demonstrated
In multiple, randomized, controlled trials for
neuropathic pain
— topical analgesics (capsaicin, lidocaine patch 5%)

— anticonvulsants (gabapentin, lamotrigine,
pregabalin)

— antidepressants (nortriptyline, desipramine)
— opioids (oxycodone, tramadol)

« Consider safety and tolerability when initiating
treatment
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s FDA-Approved Treatments for

iy, Neuropathic Pain

Carbamazepine

— trigeminal neuralgia
Duloxetine

— peripheral diabetic neuropathy
Gabapentin

— postherpetic neuralgia
Lidocaine Patch 5%

— postherpetic neuralgia
Pregabalin*

— peripheral diabetic neuropathy
— postherpetic neuralgia

70 *Availability pending based upon controlled substance scheduling by the DEA.



Mﬂﬁ Pharmacologic Agents

Affect Pain Differently

BRAIN
Anticonvulsants
: Opioids
Spinal ) _ _
Cord Tricyclic/SNRI Antidepressants

Dorsal Central Sensitization
PNS Horn ~ Anticonvulsants
1 \< Opioids
: (" NMDA-Receptor Antagonists
Peripheral Local Anesthetics _ Tricyclic/SNRI Antidepressants
Sensitization Topical Analgesics

—  Anticonvulsants
Tricyclic Antidepressants
Opioids

-
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NIPC :
s Topical vs Transdermal

w Drug Delivery Systems

| Topical Transdermal
(lidocaine patch 5%) (fentanyl patch)

Peripheral tissue activity Systemic activity
Applied directly over painful site Applied away from painful site
Insignificant serum levels Serum levels necessary

Systemic side effects unlikely Systemic side effects
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Lidocaine Patch 5%

73

Lidocaine 5% In pliable patch

Up to 3 patches applied once daily directly over
painful site

— 12 h on, 12 h off (FDA-approved label)
— recently published data indicate 4 patches (18-24 h) safe

Efficacy demonstrated in 3 randomized controlled trials on
postherpetic neuralgia

Drug interactions and systemic side effects unlikely
— most common side effect: application-site sensitivity

Clinically insignificant serum lidocaine levels
Mechanical barrier decreases allodynia



s Anticonvulsant Drugs for

.| Neuropathic Pain Disorders

* Postherpetic neuralgia - HIV-associated neuropathy

— gabapentin* — lamotrigine

— pregabalin * - Trigeminal neuralgia
 Diabetic neuropathy — carbamazepine*

— carbamazepine — lamotrigine

— phenytoin — oxcarbazepine

— gabapentin - Central poststroke pain

— lamotrigine — lamotrigine

— pregabalin *

*Approved by FDA for this use.
74 HIV = human immunodeficiency virus.



D Gabapentin in Neuropathic

. | Pain Disorders

* FDA approved for postherpetic neuralgia
« Anticonvulsant: uncertain mechanism
 Limited intestinal absorption

« Usually well tolerated; serious adverse effects rare
— dizziness and sedation can occur

« No significant drug interactions

* Peak time: 2 to 3 h; elimination half-life: 5to 7 h

« Usual dosage range for neuropathic pain up to
3,600 mg/d (tid—qid)*

75 *Not approved by FDA for this use.



1IPC : :
s Antidepressants in

Neuropathic Pain Disorders*

* Multiple mechanisms of action

 Randomized controlled trials and meta-analyses
demonstrate benefit of tricyclic antidepressants
(especially amitriptyline, nortriptyline, desipramine)
for postherpetic neuralgia and diabetic neuropathy
* Onset of analgesia variable
— analgesic effects independent of antidepressant activity
* Improvements in insomnia, anxiety, depression

« Desipramine and nortriptyline have fewer adverse
effects

76 *Not approved by FDA for this use.



DRbS Tricyclic Antidepressants:

Adverse Effects

« Commonly reported AEs Fewest

(generally anticholinergic): AES - Desipramine
— blurred vision

— cognitive changes

— constipation

— dry mouth

— orthostatic hypotension
— sedation

— sexual dysfunction . Amitriptyline
— tachycardia

— urinary retention Most
AES

* Nortriptyline

* Imipramine

« Doxepin

77 AEs = adverse effects.



ety Principles of Opioid Therapy

.| for Neuropathic Pain

« Opioids should be titrated for therapeutic efficacy
versus AEs

 Fixed-dose regimens generally preferred over prn regimens
« Document treatment plan and outcomes

» Consider use of opioid written care agreement

» Opioids can be effective in neuropathic pain

* Most opioid AEs controlled with appropriate specific
management (eg, prophylactic bowel regimen, use of
stimulants)

* Understand distinction between addiction, tolerance,
physical dependence, and pseudoaddiction
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DRbS Distinguishing Dependence,

.| Tolerance, and Addiction

* Physical dependence: withdrawal syndrome arises
If drug discontinued, dose substantially reduced,
or antagonist administered

* Tolerance: greater amount of drug needed to
maintain therapeutic effect, or loss of effect over time

* Pseudoaddiction: behavior suggestive of addiction;
caused by undertreatment of pain

 Addiction (psychological dependence). psychiatric
disorder characterized by continued compulsive use
of substance despite harm
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1IPC :
mmsne  |Nterventional Treatments

f. | for Neuropathic Pain

Neural blockade

— sympathetic blocks for CRPS-I and Il
(reflex sympathetic dystrophy and causalgia)

Neurolytic technigques

— alcohol or phenol neurolysis
— pulse radio frequency
Stimulatory technigues

— spinal cord stimulation

— peripheral nerve stimulation
Medication pumps

80 CRPS = complex regional pain syndrome.



1IPC -
s Syummary of Advances in

, Treatments for Neuropathic Pain*

 Botulinum toxin: low back pain

 Lidocaine patch 5%: low back pain, osteoarthritis,
diabetic and HIV-related neuropathy, with gabapentin

* CR oxycodone: diabetic neuropathy

« Gabapentin: HIV-related neuropathy, diabetic peripheral
neuropathy, others

 Levetiracetam: neuropathic pain and migraine

« Oxcarbazepine: neuropathic pain; diabetic neuropathy
« Bupropion: neuropathic pain

« Transdermal fentanyl: low back pain

g1 *Applications not approved by FDA.



Summary

« Chronic neuropathic pain is a disease, not a symptom

“Rational” polypharmacy is often necessary

— combining peripheral and central nervous system
agents enhances pain relief

Treatment goals include:

— balancing efficacy, safety, and tolerability

— reducing baseline pain and pain exacerbations
— Improving function and QOL

New agents and new uses for existing agents offer
additional treatment options
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