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Characteristics of acute phase 

proteins

� VSH – global indicator

� Fibrinogenemia – global indicator

� Alpha2 globulins-increased in acute stages, early

� PCR – very sensitive, highly selective and most is CV risk factor

� gamma globulins-increased in chronic inflammation (electrophoretic 
expression of Ig)

� Alpha1 globulins-grow inflameyouget acute

� imunelectroforeza – IgA, M, G, E

� serum complement – by electroimunodifuziunea, fracţ. C1q

� other mucoproteine

� rheumatoid factor-specific quasi

� total protein with lower growth is applied;



Characteristics of pathological 

synovial fluid
Rheumatoid Arthritis

� - ragocites (leukocyte inclusions containing with F.R. 
(6/100).

� - Complement, hyaline deposits, active serum, protein 
elevated

� - mucine, infiltrated limfo-plasmocitar > 10,000/mc, high 
viscosity

� - rheumatoid factor.

LES

� - lupoidic cells, (C) intra-artic (↓-C-2), moderate limfocitar 
infiltrate (3000/field)

Gout

� - urates, uric acid crystals.

Other metals-hemochromatosis, hemosiderosis, b. Wilson, 
Xantomatosis, Chondrocalcinosis-The pyrophosphate 
crystals



Characteristics of pathological 

synovial fluid
TB - Koch Bacillus, lymphocytes, decreased glucose

� Intermittent Hydarthrosis -serocitrin, clear, easy leukocytic response

Acute arthritis piogenic

� - cloudy, festering

� - the causative germ: gonococ (mycroscopy), neutrophiles, cultures

� - increased proteins

Reiter's Syndrome

� - cloudy liquid, increase in Lymphocytes → 50,000, PN, + culture

� - cytoplasmic inclusions viral serology.

Degenerative Injuries(arthrosis)

� - Yellow-pale liquid, viscous,

� - cells grow. 700/mc-limf, monocytes,

� - pH, glucose, protein-normal 

Still's disease, Reactive Arthritis -inflammatory infiltrate limfo-plasmocitar,

Leukemia -leukemia cell infiltrated

M. m., Amyloidosis, amyloid infiltrated

Cryoglobulinemias –CIC (circulant immune complexes) insoluble in the cold



Degenerative rheumatic diseases

Osteoarthritis in the joints of the extremities

- primary forms (mono-/poliartroze)

- secondary forms (monoarticulaţii)

Degenerative processes of the spine:

- discopathies (chondrosis and osteochondrosis)

± herniated discus

± spondilosis

± spondilarthrosis

Degenerative processes on other sites.



A. Sciat pain and vertebral 

diseases

Causes

Degenerative intervertebral discus damage,

- secondary degradation of kernel pulpos,

- fibrous ring is hyalinisated, decreases resistance, 
fissures or break,

- discus protrusion, 

- herniated discus-disco-root conflict-sciatic pain

- L4 -L5 - neuralgia sciatic (L5)

- L5 -S1-sciatic neuralgia (S1)

- L4 -crural neuralgia



Differential diagnosis
Spine / static disorder of the lombo-sacral region:

- sacralization of L5

- hyperlordosis

- scolyosis

- asymmetry in lower limbs

Inflammatory spine:

- rheumatic pains (SA)

- infectious

- malignancies with determinations on spine, primary or 
MTS (breasts, prostate, kidney, lung)

Metabolic disorders 

- osteoporosis, osteomalacia

- Paget's disease

- Diabetes

Traumatic disorders, fractures, extravertebrals



Clinical Trial:
CLINICAL EXAM

Ortostatism: antalgic attitude

- scoliotic, rigidity

- paravertebral muscles contraction

- painful movements-flexing the previous

- difficulty heels/ tips position

- mobility- limited

Supine - elongation sciatic manouvres

Lasègue-Bonét, Bragard

- test flepping

- lying ventral to the ring

- neurological examination 

- sensitivity metamere

- muscle force

- OTR.

SITES

L5 -halucis (+ front side shank, + 

"Bead", inside leg)

S1 – plant + latest fingers

L4 -antero-medial lower leg, 

axonal pain is exacerbated by 

coughing, sneezing, defecation

L2 -L3 -L4 – crurală neuralgia

L2 - femuro neuralgia skin

syndrome of "ponytail"-L-2 -Cc1

SYMPTOMS

- pain 

- paresthesias

± sfincters minor disorders



Diagnosis

Non-laboratory 

� Rx-standard, profile/A-P,

� myelography – locate the seat and discus 
herniation site,

� other imaging methods: CT, MRI with/without 
active contrast substances,

� others: bone scintigraphy, biopsy vert, EMG, 
VCN.



Outpatient chronic pain management

� Definition (IASP-International Association for Study 
of Pain):

� Pain is an unpleasant experience sensitive and 
emotional associated with a tissue lesion present or 
potential to its original, or described in terms of such 
damage ".

� Diagnostic approach to pain relief

� 3 L Strategy: Listen (listen)-Locate (locate)-Look 
(inspect).

� Sensory abnormalities (deficiency or excess) in the 
painful area facilitate the diagnosis.



The pain may be:

Nociceptive (due to an inflammatory response or non-
Nociceptive stimulus to an inflammatory lesion)

- Visceral pain

- Somatic pain

Non-nociceptive (initiated or caused by a dysfunction or 
primary lesion at the level of central or peripheral NS)

- neuropathic (diabetic, herpetic, lumbar radiculopathy)

– neuroplastic pain.

Mixed.



Types of symptoms

Paresthesia

AnalgesiaDysesthesia

HypoalgesiaHyperalgesya

AnesthesiaAlodinya

HypoestesiaSpontaneous pain

Negative symptomsPositive symptoms

Pain, neuropathic pain is common and sub-reported. May, however, be recognized, 

diagnosed and treated easily by family physicians. Treatment of neuropathic pain includes 

pain reduction and quality of life improvements. (QoL).



Pain relief
Quancequances

Exaggerated response to other
stimuli

Cognitive and behavioral disorders

StressPain

Self-assesment mechanisms of pain



DepressionAnxiety

No signal valueSignal value

Self assesmentSelf limitation

Peripheral and Central neural painPolimodales centers

SensitizationStimulation of ∆

painR 

Neuropathic PainNociceptive

Chronic painAcute pain



Primary Care - GPs

� The primary care physician is usually the point of service entry
into our healthcare system;

� The initial work-up occurs at a primary care facility, and 
treatment is rendered;

� In most acute problems, with the help of the providers and the 
natural healing process of the body, the symptoms resolve;

� When the problem continues despite appropriate interventions 
or the condition is persistent continuing care and management 
usually occur at the primary care level;

� Acute pain is prevalent, resulting in disruptions in activities of 
daily living, work absenteeism, and reduced productivity.



Chronic Pain in Primary Care

� The treatment of pain varies according to the cause.

� Determining the underlying problem and resolving the 
condition are usually adequate to treat acute pain.

� In persistent pain, lifestyle changes, medication, and 
adaptation are frequently needed.

� In both of these circumstances, opioids can be a valuable 
option. 



Treatment 

New Chronic Pain Guidelines

� ablative techniques,

� acupuncture,

� blocks,

� botulinum toxin,

� electrical nerve stimulation,

� epidural steroids,

� intrathecal drug therapies,

� minimally invasive spinal procedures,

� pharmacologic management,

� physical therapy,

� psychological treatment, and

� trigger point injections.



Treatment
Special conditions:

� Neoplasic, Postoperative, Osteopathic, Psychogenic

Antalgic medication

� pure pain relievers:

a.  non-opioids:

§ amilides, pirasolones, NSAIDS

b.  opioids, type:

§ agonist drugs, agonist and antagonist, antagonist.

c.  associations:

a.  opioids, between them and/with rotation.

b.  opioids + paracetamol or NSAIDS or antidepressants.

c.  NSAIDS + paracetamol (COX3 inh effect).

Prohibited associations:

� NSAIDS NSAIDS +

� opioid agonists with mixed

� opioids with MAOIS

� composites with belladona.



Groups of antalgic drugs
Drugs acting on the receptors ciclooxigenază (COX):

- NSAIDS

- COX1 (locate also on gastrointestinal and renal tissues)

- COX2 (induced specific antiinflamatin), coxibi

- COX3 (SNC), antalgic, antipyretic medication (Paracetamol).

Drugs for supplementing pain relievers:

- Antidepressants,

- Benzodiazepines,

- Phenothiazines,

- Calcitonin, bifosfonates,

- Myorelaxantes.

To avoid:

� more than 2 components

� subdozing composites

� pain relievers + caffeine (only on migraine)

� opioid agonists.

Supervised: opioid + neurotropic.



Treatment

Nociceptive pain treatment

Step I -paracetamol,

Step II -NSAIDS,

Step III -weak opioids (e.g. codeine, tramadol), opioids 
(morphine, phentolamine)

Treatment of neuropathic pain

� tricyclic antidepressants (amitriptyline, imipramine)

� topical (lydocaine, capsaicin)

� AEDs (carbamazepine, Gabapentin, pregabaline).

ENS Recommendation (European Society of Neurology)

Step I - Gabapentin, Pregabalin, Lytdocaine, 

Step II - Lamotrigine, opioids, pentermide, tramadol.



New Chronic Pain Guidelines 

Drugs for chronic pain include:

� anticonvulsants, 

� antidepressants, 

� benzodiazepines, 

� N-methyl-D-aspartate receptor antagonists,

� nonsteroidal anti-inflammatories, 

� opioid therapy,

� skeletal muscle relaxants, 

� topical agents.



Clinical Context for GPs

� Chronic pain is defined as pain of any cause not directly related to 
neoplastic involvement, associated with a chronic medical condition or 
extending in duration beyond the expected temporal boundary of tissue 
injury and normal healing, and adversely affecting the function or well-
being of the individual.

� Chronic pain management usually includes multimodal interventions, 
pharmacologic management, and cognitive behavioral therapy.

� A pain history should include a general medical history with emphasis on 
the chronology and symptomatology of the presenting complaints; a history 
of current illness; and a review of previous diagnostic tests, results of 
previous therapies, and current therapies.

� The causes as well as the effects of pain (eg, the ability to perform activities 
of daily living, changes in occupational status) and the impacts of previous 
treatment should be evaluated and documented.



Study Highlights

� The psychosocial evaluation should include information 
about the presence of psychologic symptoms (eg, anxiety, 
depression, or anger), psychiatric disorders, personality 
traits or states, history of substance or current medication 
use or misuse, and coping mechanisms.

� The physical examination should include an appropriately 
directed neurologic and musculoskeletal evaluation.

� Multimodal interventions should be part of a treatment 
strategy for patients with chronic pain. Also, a long-term 
approach that includes periodic follow-up evaluations 
should be developed and implemented as part of the 
overall treatment strategy.



Multimodal interventions: 

- Acupuncture: nonspecific, noninflammatory low back 
pain.

- Ablative techniques 

� Intraarticular facet joint injections:

- symptomatic relief of facet-mediated pain 

- sacroiliac joint injections for the 
symptomatic relief of sacroiliac joint pain.

� Nerve and nerve root blocks Botulinum toxin: piriformis
syndrome.

� Neuromodulation with electrical stimulus, such as 
subcutaneous peripheral nerve stimulation and spinal 
cord stimulation.



Multimodal interventions: 

� Intrathecal neurolytic blocks

� Intrathecal preservative-free steroid injections: 

postherpetic neuralgia nonresponsive to previous 

therapies. 

� Intrathecal opioid injection or infusion may be used for 

patients with neuropathic pain; however, neuraxial opioid

trials should be performed before permanent implantation 

of intrathecal drug delivery systems is considered.

� Epidural steroid injections: radicular pain or 

radiculopathy. 

� Transcutaneous electrical nerve stimulation: chronic back 

pain.



CLASSIFICATION AND 

DEFINITION OF 

DIABETIC 

NEUROPATHIES



Two major subgroups

The typical DPN is a chronic, symmetrical, length-dependent
sensorimotor polyneuropathy (DSPN) and is thought to be
the most common variety. 

� It develops on (or with) a background of long-standing
hyperglycemia, associated metabolic derangements
(increased polyol flux, accumulation of advanced
glycation end products, oxidative stress, and lipid
alterations among other metabolic abnormalities) and
cardiovascular risk factors. 

� Alterations of microvessels, similar to those observed in 
diabetic retinopathy and nephropathy, appear to be
associated with the pathologic alterations of nerves.

The atypical DPNs are different from DSPN in several
important features, i.e., onset, course, manifestations, 
associations, and perhaps putative mechanisms



Definitions of minimal criteria for 

typical DPN

� 1. Possible DSPN.

The presence of symptoms or signs of DSPN may

include the following: symptoms–decreased sensation, 

positive neuropathic sensory symptoms (e.g., “asleep

numbness,” prickling or stabbing, burning or aching

pain) predominantly in the toes, feet, or legs; or signs–

symmetric decrease of distal sensation or 

unequivocally decreased or absent ankle reflexes. 2. 

Probable DSPN.

� 3. Confirmed DSPN.

� 4. Subclinical DSPN.



Painful DPN

� International Association for the Study of Pain, 
is “pain arising as a direct consequence of 
abnormalities in the peripheral somatosensory
system in people with diabetes.”

� Pharmacological management of painful DPN 
almost exclusively consists of symptomatic
therapies.

� First-line therapies for painful DPN are a 
tricyclic antidepressant, duloxetine, 
pregabalin, or gabapentin, taking into account
patient comorbidities and cost.



Algorithm for management of symptomatic DPN

Boulton A J et al. Dia Care 2005;28:956-962

Copyright © 2011 American Diabetes Association, Inc.



Cardiovascular autonomic

neuropathy

� Cardiovascular reflex tests are the gold standard in clinical
autonomic testing.

� The most widely used tests assessing cardiac 
parasympathetic function are based on the time-
domain heart rate (HR) response to deep breathing, 
a Valsalva maneuver, and postural change. Of 
these tests, HR to deep breathing has the greatest
specificity (∼80%).

� Diabetic patients with features of cardiac autonomic
dysfunction such as unexplained tachycardia, orthostatic
hypotension, and poor exercise tolerance, or with other
symptoms of autonomic dysfunction should be evaluated
for the presence of CAN 



GI autonomic neuropathy

� Esophageal transit is delayed in and may be

associated with regurgitation, dysphagia, and a 

propensity for pill-induced esophageal erosions and

strictures. 

� Gastroparesis affects ∼40% of patients with

longstanding diabetes. Postprandial hypotension

occurs frequently in diabetes, and its magnitude is

related directly to GE rate.

� Diarrhea may result from rapid or slow transit, which is

complicated by bacterial overgrowth and/or disordered

secretion.

� Constipation frequently occurs. Fecal incontinence.



Autonomic neuropathy

� Common symptoms include dysuria, frequency, 

urgency, nocturia, and incomplete bladder

emptying. 

� Sudomotor dysfunction. Sudomotor dysfunction

may result in dryness of foot skin and has been

associated with foot ulceration


