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Kits and Methods for Treating Post Traumatic Stress Disorder (PTSD) and Hot Flashes

‘This application clatms privrity &0 provisional patent application Ser. No. 61/889.895,

filed October 11, 2013, 10 the extent allowed hy law,

Field of the Invention

{0001 ] The present invention is directed 1o methods and kits for the treatment of post trawmatic
stress disorder (PTSD) and hot flashes by administering a right sided cervical sympathetic
gamghon injection { RUSG) for delivery of a mixturs of long acting anesthetic and injectable

cloniding o a patient in need of treatment for PTSD.

Background of the Invention

[OOG2] Post-Traumatic Stress Disorder (PTSD) is 2 devastating and complex pathological
anxiety condition that is charavierized hy severe distress and impainment in mental and physical
fupctioming. Symptoms typieally include intense maxaety, hyper-arousal. flashbacks and sleep
disturbances. The impact and conseguences for individuals diagnosed with PTSD include
depression, substance abuse, viclence, inability to malntain intimaie relationships, inability to
maintain parental relationships, sulcide and prematare mortality. PUSD is also a public health
dilemma because nearly 80% of residents experience tranmatic events in their lifetime. Women

o~

are iwice as likely to develop PTSD symptoms than men due o the provalence of sexual assanits.

[O003) Individuals impacted with PTSI) require swift medical intervention, Carrent standard

treatments for PTSD are pharmacotherapy and psychotherapy, Pharmaceuatical trestments include
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elective serotonin reuptake inhibitors {SSRIsD. Tredtment of PTSD is considered successful if
there is a reduction in the severity, frequency and intensity of symptoms. Women tend 10 respond
te psychotherapy and SSRI {reatment, howeover may patients romain non-responsive ar only
partially responsive to sach treatments, and there 18 no consensus on the most beneficial means

of treating such patients.

{U004] Approximaiely 10% of PTSD affecied patients seek treatmernt within twelve months of
the PTSD stimulating traumatic evert. The decision 1o seek treatment includes factors such as
cost-benefil analysis, hesitation with psychotherapy and consideration of concerus of the side
effects of SSRIs and other pharmacological agents such as nausea, tromors. nervousness and

giher side effects

[OBG5] The oceurrence of PTSEY in the US military has been capiured in headlines for several
venrs, There is a marked increase inthe PTSD due to the recent military operations, The number
of veterans commitiing suicide daily has increased to 22 per dav in the US, comparad to the prior
rate cited by the Department of Veterans Affairs at 18 per day. Possibly up to 30% of returned

veterans suffer from PTSE and over 400,000 veterans recetve disability benetils doe 0 PTSD.

{0006] The vost of treatment is also 1o be considered, not only for the patient, but {o the health
care system apd {0 communities. The costs in health care can range from §6,000 and $30,000

per yvear and the projected cost of disability claims alone for veterans was estimated to be $830

billion over the next 20 years. However, when a patient is nod treated, this cost 18 innmeasurable

in potential loss of life through suicide and violenve
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[(307) Another health concern causing significant discomfort for many women i8 the seourrence
of ot flashes. Although the eause of hot flashes ix not well known, they oceur when the blood
vessels at the skin's surface dilate to cool an individual. Hot flashes can be accompanied by

perspiration, rapid heart rate or chills. The severity of sympioms can vary for women,

particularty those going through menopause and several factors can trigger symptoms such as

caffeine, aleohol, tight clothing, spicy food and stress,

{00087 Qther than avoiding triggers and some lifestyvle adjustments, such as keeping coni and
incorporating exercise into the routine, sufferers of hot flashes may be treated with
pharmaceuticals such as birth contret pills, blood prassure medicines, antidepressants and other
hormone treatments. AH of these treatments pose risks of side effects such as blood clots,
cancers, headache, nausea, anxicty, drowsiness, tremors, diarthes, constipation, sexual side
effects and more. Due to the negative side effects of current treatments, many women opt 1o not

be treated and suffer the symiptonss of hot flashes, even for many vears.

[Q009] As is noted above the current treatmaents of PESD and bot flashes are ineffective and the
need for enbancing the reach of treatment, engagement by patients, adherence to tregtment

protocol, and acceptability of treatmenms cannot be over stated.

s
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Summary of the Invention

10010] The methods and kits of the present invention are directed 0 methods and ks for the
weatment of post traumatie siress disorder (PTSD) or hot flashes by administering g right sided
cervical sympathetic ganglion injection (RUSGH for delivery of g mixture of long acting

anesthetic and nyectable clonidine 1o a patient in need of treatment for PTSD or hot Hashes.

{0011} The kits of the present invention munimally contain the therapeutically active ingredients
of the present invention including a long acting anesthetic and cloniding. The long lasting
anesthetic and clonidine may be present in the kit in vwo separate vials unmixed in solation or as
a precipitate to be solubilized wr-site prior to administration. The long lasting snesthetic and
clonidine may also be present in one vial, mixed in solution or as a precipiiate to be solubilized
on~-site prior to administration. The kit may optiosally comprise g package insert on paper or on
a data storage device. The kit may optionally comprise at least one syringe. The kit may

optionally comprise at least one blue towel,

Briel Descrpticn of the Drawings

[0012] FIG, 1 ig a perspective view showing various vertebrae and nerves in the neck and needle

placement for right-sided cervical sympathetic ganglion injection (RCSGH.

JOG13] FIG, 2 demonstrates the connections from the stellate ganglion to the parts of the brain,

the most refevant is he connection from Stellate ganglion 1o amygdala, whicht is the part of the
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brain primaridy active in PTSD, Stellate is also connected to hypothalamas that conirols

temperature.

Pretatled Description

{0014} Stellate ganglion block {SGB) and right sided cervical sympathetie ganglion injection
(RUSGTY offers 4 new treatment option for PTSD or hot flashes. SGH is a commonly used
anesthetic technique that has traditionally been adnunistered for pain reliell The injection of local
anesthetic into these nerves blocks impulses, which may in tuen reduce pain, swelling, color, and
sweating changes in the upper extremities and may improve mobility. Stellate ganglion blocks
are known as part of the treatment of Reflex Sympathetic Dystrophy (RSD), Sympathetic
Maintained Pain, Complex Regional Pain Syndrome {CRPS), and Herpes Zoster {(shingles)
involving the head and face and/or nupper extremities. Classivally, SGB is an injection of cervieal
sympathetic ganghon at C7 and T1 levels, 3GB can be administered on the left andd/or right side

of the neck, and the anesthetic volume nsed For SGRE vartes From S coto 23 e,

{00137 Prior reatment of FTSD by uttlization of a right-sided cervical sympathetic ganglion
injection (RCSGT) was called the Chicago Block ((CU8), mewe specifically, a right sided cervicat
sympathetic ganglion block at T-6 cervical level used for PTSD treatment, 7 ce of bupivacains
with fluoroscopic guidance. OB is different from SGB because CB is right sided only, gt €8 and
not C7. The long scting anesthetic is not used to control pain in the OB procedure. This use is

called a “para anesthetic” apphication of a sympathetic block. For simplicity, the abbreviation,

RUSGHE, will be used 1 the description henceforth,

A
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[0016] Bupivacaine and Ropivacaine bave been used in the Chicago Bluck procedure. Most had
positive results, the first placebe controlled irial was performed by the Navy and demonstrated
no difference between RUSGE and placeba. This study used Ropivacaine and ultrasound
guidance, pot xray gwidance, The Stellate Ganglin block fooked promising, but it was considered

1o be nothing more than placebo effect by the study performed by the Navy, Preliminary dita

from the Navy

nt of PYRD based on the

,.‘

{001 7] The present invention details the efficacy of RUSGI for treatm
synaptie neurological connection from Stellate Ganglion (S{3) to the part of the brain associated
with PTRD, mainly amygdala and hypothalamus, as illustrated diagrammatically i Fig. 2.
Stellate Ganglion connections to intra-cerebral structares have been demonstrated by the
pseudorabies virus injections {Westerhaus and Loewy, 2081% This virae alfows identification of
neural pathway connections one to three synapses away from the iijection site, here Stellate

ganglion.

{0018] Further evidence of the sympathetic ganglion and the cerebrom connection was reported
in a rat model. In this experiment specific cholinotoxin was injected in the hippocampus (HP),
leading to cholinergic denervation of the HP with eventual growth of peripheral sympathetic
fibers it the HP, originating from the superior cervical ganglion (Harrell LE). Thus, we believe
modulation of SG can modity amygdala activity and eventually PTSD symptoms by the

rathways reported above
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{0019] The second set of reports focuses on nerve growth factor INGE) ingrease as a
physioiegical response to stress. This has been reported in chronic stress by Dr. Smith (Smith,
1996) and acute stress by Dr. Alleva (Alleva ot al, 19965 NGF i the best understood member of
the neurowropie family, its function is to regulate a varicty of signaling events such as cell
differentiation and survivel and apoptosis (death} of neurons (Snider, 19943, The stress
modulated NGF increase 1s thought to activate a cascade of events eventually feading to an
increase in norepinephrine (NES levels, and leading to an increase in PTSD symptoms, as

hypothesized by Dr. Lipov in 2009 (Lipov), the details are summarized below.

[O020] Intracerebral NGF inerease hag been shown tp increase NGF concentration in the SG due
to retrograde wansport of NGF from the intracerebral site to the SG {Johnson et gl 1987 Wesi,
MOV incredse at the stellate ganglion has been shown o lead o sprowting (new nerve growth} at
the sympathetic end terminals, which are NGF dependent (Chen et al., 2001), which in turn,
cause Increased norepinephrine (NE) levels. This cascade has been seen in a ral model, where
infusion of NGF in the rat brain leads to an increase in WE (Isaacson and Billiey, 19963,
Evidence points to NE being involved tn PTSD where urine levels of NE are known 1o increase
in PTSD (Kosten et al., 1987} Thus, it appears that trawma triggers a nowobiological cascade

that ultimately leads o PFTSD,

[0021] We belicve this cascade is reversed by the application of a local anesthetic to the siellate
ganglion, with eventual reduction of NE, This view is supported by the fact that local anesthetics
suppress nerve growth factor-mediated nearite outprowth (Tukaton T, reversing the process.

Further support of our theory 1s the report by Dir. Masataka Onding that seram NE is reduced
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following S0B in a non-PTSI) setting (Masataka Y), and significant urinary reduction of NE in 2
patients with FTSD following SGB (Lipov). Thus, ag a local anesthetic is apphied to the 8G,
PTSD symptoms may resolve, Presumably, the more NGF is reduced the more neurite growth i3
removed followed by reversal of PTSD to a greater degree and resulting brain changes will
accur. Finally, the more intense and the longer the sympathetic block af the 86 the move intense
is the effect of the sympathetic block on PTSD. The mixawe of a local anesthetivc and clonidine is
the focus of this invention and is known o produce a more inténse and more profonged

sympathetic blockade.

(0221 The mixture s believed to have a more profound effect on suppression of a nerve growth
factor-mediated newrite cutgrowth, producing meore fitense reduction or removal of neurite

optgrowth, reductng NE levels in the brain iveating PTSD and hot flashes more effectively,

{00237 The following are ijectates (substances injected) used for 8GB and RCSGH

{00241 Local Anesthetic:

Svmpathetic ganghion blockadé has been performed utilizing local anesthetics, Usually, long
acting anesthetic has been used to have a prolonged sympathegtomy {or sympathetic effect).
Epinephrine may be combined with a local anesthetic to reduce local absorption of the local
anesthetic and increase the length of the effect. This approach has a theoretival problem of
epinephrine affecting sympathetic effect, since epinephrine i one of the agonists of the

sympathetic nervous system.
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{G025] Phenol:

Sympathetic ganglion blockade has been performed utilizing phenol, which i3 4 neurobyiic ora
maore permanent way o biock a ganglion, however It 18 associated with significant and common
complications suclt as persistent Horner™s (droopy eve) and vocal cord merve trauma as well as

others that may be permanent.

{0026} Local anesthetic and steroid combination:
The unfortunate practice of combination of sterpids and local anesthetic continues without

medical reason for it This practice is associated with strokes and should not continue.

(0027} Local anesthetic mixed with clonidine:
The duration and magnitude of vasodilating offect tnduced by svmpathetic block with the
addition of different concentrations of ¢lonidine to mepivacaine wag studied. In dogs, msan
arterial pressure (MAP), heart rate (HR), and right as well as left brachial artery bleod flow
(BARBF) were measurad before and after stellate ganghion block (SGB) used as sympathetic
block. The experimental pratocol was designed as follows: 1) Group b left SGB using 0.5
mepivacaing 1 md {n =83, 2y Group 27 left SGB using the addition of clonidine (1.5 mierogram to
00.5% mepivacaine 1 ml (n = 6), 3} Group 3: left SGR using the addition of clonidine §
micrpgrams to §.5%% mepivacaine 1 mi {n = 6},

f0028] The results: MAP showed no significant change throughout the study in groups { and 2
Irt group 3. MAP was lower than that of group 1. HR showed no significamt change throughout

the study in the three groups. Left BABF increased significantly after left SGB in the three

groups, The duration of increased BABF in group 2 was the longest, and that in group 3 was the

9
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shortest among them, Right BABF after left SGB decressed significantly throughout the study
the three groups, and the magnitude of the decrease in BABY in group 3 was the highest among
them. The study concluded that the sympathetic blogk with the addition of clonidine 1o local
ancsthetics increases both daration and magnitude of its vasodilating effect. However,
svinpathetic block with the addition of higher doses ot cloniding to local anesthetics may induce
sherter duration and lower magnitude of vasodilating effect compared with local anesthetics
atone,

100291 Although clonidine has been shown to prolong analpesia in central nenraxial bloeks, Hs
use in peripheral nerve blocks remains controversial, A systenatic review was performed of the
current Herature to determine the benefit of adding cloniding w peripheral nerve blocks.

{0030} A systematic, gualitative review of double-blind randomized controlled trials on the
benefit of clomdine as an adjunct to peripheral nerve block was performed. Studies were
idemiified by searching PubMed (www nobinlmnihigovientrer) and EMBASE

{www embase. com) databases (July 1991 10 October 2006} for terms related to clonidine as an
adjunct to peripheral nerve blooks. Studies were classified as supportive i the use of clonidine
demonsirated reduced pain and total analgesic consumption, or prolonged block duration versus
negative if no difference was found, Twenty-seven studies were identificd that met the wclusion
criteria. Five studies included a systemic control group. The total number of pationts reviewed
was 1,385 The dose of clonidine varied from 30 o 300 pyg. Overall 1S studies supported the use
of elomdinge as an adjunct to peripheral nerve blocks with 12 studies failing to show a benefis.
Based on qualitative analysis, clonidine appeared to prolong analpesia when added to

intermediate-zeting local anesthetics for axillary and peribulbar blocks. Clonidine improves

duration of analgesia and anesthesia when used as an adjunct to irtermediate-acting local

10
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anesthetics for some peripheral nerve blocks, Side~effects appear to be imited of doses up to 150
nug. Evidence is lacking for the use of clonidine as an adjunct 1o tocal anesthetics for
continuous catheter technigues. Further research is required to examine the peripheral analge
mechanism of clomidine,

[D031] In another study, a corvical sympathetic block (bupivicaine, cloniding) of a 12-15mi
solution of bupivicaine 0.5% containing S0 meg of clondine for corvical sympathetic block was

administered in a single injection. It is unclear from the Hievatore if clonidine, mixture with local

anesthetic has a clinical effect
{00321 The anesthetics of the present invention may be any short or long acting local anesthetic,
or their amides or esters,  Short acting anestheties may have anesthetic effect ranging from

mintes 1o hours on @ subjoct being anesthetized, Long acting anesthetics may have anesthetic

=, such as ohlovopros:

HOOWIEING, DRHGQEMS A IO VACHIEE oy adt

verbi i"‘“"i"'\if‘ CODEYRALEE t)k dibticaine and etidocing;

22,
/

i iaiey Travisedene miredy me by St e e
seiing amudes, such a3 bupivicaine, o

wmesihetics such ag, | cimethooaine, lardomins

piperavaine, propesyvsing, proparieaing, whnecning or combunntiony
used as an alpha-2-adrenergic agonist, however other active agents niay alse be used in the
mixture with the anesthetic. Other alpha-2-adrenergie agonists that may used in the mixture of
the present invention are Guaniacine, Guanabenz, Guanoxabenz, Guanethidine, Xylazine,

Tizanidine, Methyidopa, Fadolnuding or Deixmedetomidine and combinations thereel.

it
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{00331 Generally, to prepare the active pharmaceutical ingredients for administration, at least
one long lasting anesthetic s mixed with cloniding in a preservative free §.9% saline solution,
Upon mixing the setive pharmaceutical ingredients, the solution is pushed throagh a 22 micron

filter and brought 1o desired volume with preservative free 0.9 sternile saline.

{0034} The present invention may be prepared using standard methods in the art from
solubilizing and mixing the active pharmaceutical ingredients to delivery, However, by way of
exgmple the preparation may be formulated in a Class § stertle environment or belter nsing an
aseptic technique. A desired amount of clonidine and a long acting local anesthetic, such as
buptvacaine, powders are weighed and dissolved in & minimal vohume of preservative free sterile
water. A sufficient amount of §.9% preservative free (PF) sterite saline to reach 90% of the
desired vohume. The resuiltant solution may be pushed through a 0.22 micron filter of
appropriate size to accommuodate the total volume heing prepared into a stertle syringe (o be nsed
to redistribute the final volwne into the ulthmate dispensing container{s}, An additional volume
of the {1.9% preservative {ree saline solution may be pushed through the sawe filter to establish
10094 of the desived volwme. New, virgin filters may be used {0 redistribute the pharmaceatical
mixture Into a new syringe or the ultimate dispensing container(s). The mixture may be

fransferred into sterile vials or svringes, sealed and Igbeled appropriately,

[0035] The kit of the present invention may comprise one vial with the active pharmaceutical
ingredients sclubilized, mixed, fillered and brought to velume in one vial, b another

embodiment, the active pharmaceutical ingredients may be provided in separate vials either in

id
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solution. gs @ precipitate or in a vophilized form for reconstitution or solubifization, filtering and

bringing up to volume on-siie of adnunistration or other location.

(D836} The vials of the kit, housing the active pharmaceutical ingredients, may be glass, clear
alass, amber or any other vials used inthe art. The active pharmaceutical ingredients may be
housed 1n sterile syninges that are ready for the surgical forwm, or in any other housing known in

the artl.

{00377 The kit may optionally contain an ampty or filled syringe known in the art, for use inthe

PR

(o7

surgical forum. By way of examples, the syringes may be 22 g quinee needle 3 2% inches, 10 ¢o

syringe labeled DYE, 10 oo syringe labeled mixture, 10 oo syringe labeled local, 2 18 pauge |

by o

nch needies, 1 25 gauge 1 ¥ inch needle and the like.

[0038) The kit may also contain & package Insert in any form such as paper or on a datg storage
device which includes specifications of the pharmaceutical ingredients, preparation instructions,
dosage vanations, storage instructions, administration instructions, side effects of the
pharmaceutical ingredients, contraindications for administration, stability data or any other
information relevant o the use of the present invention for patient care or physician information.
The kit may also contain blue towels or other devices 0 mainiain sterility. The lat may farther
contain & manual for pre- and post injection sereening for PESD and hot flashes diagnosis. in

s et e b enevaener b S evender crvoam ) ever EDETR NA cvvred e un T B U N I T RV O PP TR
nevehodogieal nols such ax POL M aned nomesrdiary, ss well so sioniay toods, msy bo

aoed. PO ot Hashos, ps SDGIGEICa OIS sch ay S ST SUMIQ O eepvaient, 48 wiell g a

SO GISOPEITS Ray DO s,
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{00397 Siworage instructions provided for the present mvention, and for optional inclusion in the
kit of the present invention, are the following: Storage at Room Temperature 13-30C up 10 24
hours; Refrigerated 2-8C up (o 3 dave; or Frozen (<20 10 -40C) up to 45 days. The long acting
anesthetics typivally have a long shelf {ife sometimes up to two years and clonidine should be
kept at room temperature and wway from direct suniight and moisture. A clonidine and

bupivicane mixture is typically stable at room temperature for at least ¥0 days.

00407 I an embodinent of the invention, the long lasting anesthetic of the present invention s
bupivacaine, a white crystalline powder that 15 frecly solable in 93 percent ethanol, soluble in
water, and shghtly soluble in chloroform or acetone,

{0041} In relation to dosing, the dose administered will be dependent on the needs of cach
individual patient. However the long acting local anesthetic may range from 0.003 ug /ec to 40
ue fee. i an embodiment, the anesthetic concaniration may vary from 0.01% o 2% perce. The
dose of the clonidine may range from 0.5 pg fee to 1000 pg /ce. In an embodiment, clonidine is
0.5 ug fce. The volume of the dose administered to & paticnt may range from 2-50ce. The dose

administered may be approximately 7 oo, I the patient weighs between 70-1400 1b, then the dose

nwy be approximately 6 ce.  If the patient weighs belween S0-70 1b then the dose may be
approximately 5 ce. The number of administrations may vary, but the minimum administration io
see effective results to eliminate or minimize PTSD sympioms or hot flashes s one

admimistration.  Additional administrationg may be administered with gaps in between

administration of amywhere from 1-30 days,

14
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J0042) By way of example, and not imitation, the preparation of the present invention is
administered as an injectable, right sided cervical sympathetic ganglion block at €-6 cervical
level, The administration may also be a left sided cervical sympathetic ganglion block at C-6

cervical fevel, as dlustrated diagrammatically in big. 1 The adm

frveention has hoe e, and 1 BY DU

Y $

teft side, The admindstvation of the preseny brvention may also be lower than €46, T instanes s

o present invenhion may be at oitipls

The active pharmaceutical ingredients
may be administered via other routes of administraiion known in the art such as intracerchral,
epidural, topical, enteral, parenteral, intramuscular, intradermal, intravenous, subowtaneous,

imtratheca! and the Hke.

[06437 In a case study, a patiend having PTSD was administered bupivicane and clonidine ina
RCSGL The first twee injections were without clonidine. The fourth was with clonidine: The
clonidine block began working within five minutes of the procedure and with a much sironger

effect,

100447 A 43 vear old female patient was treated OB, both withewt clonidine and with cloniding.

s -

and reported a significantly more effective result with clonidine over the local anesthetic alone.

J0045) In & pediatrie application, an 11 vear old female was the furst to receive an injection

intended to relieve PTSD related symptoms. The precedure invelved a local anesthetic mixed

EEYy
Lh
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with clonidine delivered by a shot in the patient's neck in a procedure that is similar 1o an
epidural given to women in labor. The anesthetic mixture blocks a substanee that is called nerve
grovwth factor, which is believed to inerease in PTSIR patients. That condition then leads to
excessive release of a hormone that iriggers the "ight or fHight” response in the brain, Blocking
the nerve growth factor can then calm the PTSD patient, allowing the patient to get past basic
survival reactions and betfer deal with ife. The effect on the patient was immediate. This patient
previously was terrified of car rides, however after this treatment slept on the car vide home,
Previously the patient reported that thers was 1o safe place iy her mind, however afier the
freatment reporied not worrying so much anvmore. The objectives of the treatment were 1o allow
the patient to sleep betier, to reduce the psyehiawic medications she takes and allow for her
psychotherapy to be more effective. All of these objectives were accomplished after the

administration of the treatment of the present inventon.

[0046] Yei another patient who is a survivor of a shooting responded to the treatment described
in the present ivertion. The shooting was at point blunk range and her PTSD manifested in
fright and memories as though she was being hunted down and shot again. She received the
ganglion block procedure known ag the Chicago Block, receiving an injection of 2 minute
amount of local anesthetie, which was g mixiure of bupivicane and clonidine. The patient

reporied that she can now lalk sbout the frightening events of when she was shot.

{00471 In vet another pationt, & 54 vear old woman in menopause had significant improvement
of her hot flashes tmmediately following SGB treatment. The mixture of bupivicane and

cloniding was used on this patient as well,

16
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{00481 The treatment of the instant invention intervenes when a person experiences significant
anxiety and their nerve growth factor, or NGF, levels spike. That growth factor causes the
stellate ganglion — a mass of nerve cells on the rght side of the peck — to promote inereases in
the body’s production of norepinephribe — g stress hormone —— and kicks the body’s “fight or
flight”. The anesthetic in the Chicagoe Block seems 1o halt the body s sverproduction of NG

N

When the nerve growth slows and the body stops overproducing stress hormonges, a person’s

o

physical response changes.

{00491 Although preferred embodiments of the disclosure are ilastrated and described in
conection with particular features and formulations; the present invention can be adapted for
use with & wide variety of anesthetics and pharmaceutical actives, Other embodiments and
equivalents are envisioned within the scope of the claims. Various features of the disclosure
have been particularly shown and described in conncetion with the iustrated embodbments,
However, it must be undersiood that the particular embodiments merely Hlustrate the present
invention, and that the Invention is to be given its fullest interpretation within the terms of the

clabms,

~}
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What is claimed:

1. A methad for treating a patient comprising administering an tyection of @ local anesthetic and

an altpha~2-adrenergic agonist.

2. The methad of clatm 1, wherein said local anesthetic is selegted from the group consisting of

whe, Novoomine, Teby

¢, prifoesing,
mepivacane, bupivicaing, le

S e aerey § s Traeye eof Sevs
LAACHEINO, 4, FOBMESRAOY

3. The method of elaim 1, wherein said alpha-3-adrencrgic agonist is selected from the group

consisting of Guanfacine, Guanabenz, Guanoxabenz, Guanethidine, Xylazine, Tizanidine,

Methyldopa, cloniding, Fadelmidine, Dexmedetomidine and combinations thereof

4. The method of claim 1, wherein said local anesthetic is mixed with said alpha-2-adrensrgic

agonist Into a solution.

L

. The method of claim 1, whersin said local anesthetic is bupivacaine.
6. The method of claim 1, wherein said alpha-2-adrenergic agonist i clonidine,

7. The mothod of claim 1, wherein said injection is administered as a vight sided ¢erviead

sympathetic ganglion injection.

8. The method of claim 1, wherein said injection is administered as a lefl sided cervical

sympathetic ganghon injection.
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9. The method of claim 1, wherein said injection is administered at cervical vertebrae 6.

e method of claty 1, whoerein s

G of olwam 1, whersin said njechioy

12. The method of claim 1, wherein said loval anesthetic is administered in a range from 0,005

ng foe to 40 pg oo,

o

. The method of claim 1, wherein said aipha-2-adrenergic sgonist is administered i a range

from 0.5 wr 1000 pg fec.

14, The method of claim 1, wherein said injection iy administered 1o treat patients having post-

raumatic stress disarder.

13, The method of elaim 1, wherein satd injection is administered w treat patients having hot

Hashes.

16, The method of ¢laim 1, wherein the administering of said injection is intracerebral, epidural,

topical, enteral, paremteral, intramuscular, intradenmal, intravenous, subentaneous or intrathecal.

7. A kit containing said local anesthetic and sad alpha-2-adrencrgic agonist of claim 1,

comprising at least one vial.

18, The kit of claim 17, sdditionally comprising ai feast one syrihge.

19, The kit of claim 17, additionally comprising at feast one needle.
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20, The kit of claim 17, additionally comprising a package in
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21, The kited clanm
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22, A method for treating a patient experiencing post-iraumatic stress disorder or hot flashes

comprising:

administering a cervical sympathetic ganglion injection comprising # combination of a

long lasting local anesthetic and clomdine,

23, The method of claim 22, wherein said long lasting local anesthetic is bupivacaine.

24, The metheod of elaim 22, wherein said combination s made i a preservative free stertle

satine solution.

25, A composttion comprising a combination of a bupivacaine and clomdine, wherein said

cornbination is administered to & patient via an injoction to a cervical sympathetic ganglion,
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